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< «il"i« (7h) OTMMtC^, <t« (7 i) < 

< «i«r4Jtl (7 i) «Kfl«tJ:^ C7 j) *#*!»■***. <X® 

1 A- 5>ii|5)^l' J ff 7 -t^-CiSo 

< «if*ri« C7 g) <OT»*M^. ft«P (7 i ) < 

[*iii*7-c] * (XI I) -c*«*t*ifW#o^t>, R 1 c 
7 o ) 



[0 16 9] 
Mb 2 8] 

R 8 



H 2 N X N' A R 2 



\ 1 ¥ b 



R 6 H 

R 4 vA r N.p 



R Y x 



A R 6 R 80 



(11) 

I, 



parro-u 



(1m) 

[XfS7C-2] 



R V x 

H2N X N' X R 2 
Ok) 



H 2 N^N* k R 2 



R 6 R 80 
R 4 ^W« H 

H2M n'^r 2 



(1n) 




[XS7C-3] 



[3S7C-4] 
, R 6 R 80 



[3S7C-6] 



o3 Y 



V 1 Y^'X ™ 
rIc^nV^R 2 
H 

(7m) 



D-S7C-8] v'Y^X 1 *" 
H 

<7n) 

□S7C-9: 



R R 8 



[HI7C-10] 



*1 
N N'^R 2 
(7o) 



*4t** (7 k) (7 1) , (7m) , (7 ^ Y * 

nf (7m (7n) (7o) W^^^oSI^^ 

ffiW»2 0-0 5-3 0 2 8 5 1 2 
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IlBxiS R-±^i»^^:^ ±K -A] C0<X 

< «iSrft*» (7k) AM (7 i) t#*l«-e**. <3»i 

< J5i«r^tl (7 1) »75/*t«tU <b** (7m) *#*I»T**. < 
IglB-6>fcR*Cff^ J: * f ' cli6 

^SiSriS* (7m) 07;KM tl :^> (7n) < 

IglA - 1 3 ^IPIfcfclT? - 

^XWt'llm (7n).«li:i^'fttl (7o) tr#*I«-e**. <IS 
1 a- 5 >tmm'ft 1 > ^i:7i ? X^^.o 

< «i!i:^ (7 1) ©7* + ****^ «** (7o) < 
IglA-1 2 >fcE«fcfH i^-e^o 

[«i*ft8] * (i) 

[0 17 3] 
lit 2 9 ] 

o5 p8 



V 1 V x 
H 0) 



* [0 17 4] 
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lit 3 0] 



R R° 



V 2 o 



,3 1 R« " — [XS8-1] R 5 r* 

HjN N^R J viVr^ 2 O 

(8a) R» • Ib 



R* R" _ R^M^N'^R 2 

(I*) 



NH ^ H 

[1118-2] 



rO^H 

R 1 N N R 
H 

(8b) 

_5 _« R^ n 

Rj s^R' V Cxms-3] a R^I R* 

H (l-B) I'-O 

< »»tt. 1 ?b** (8 a) - +**>*>±E+Mff (XI) *f>*»l»fc** (I "A 
K miE#2 0 0 5-3 0 2 8 5 1 2 



!»B2 0 0 4-0 5 4 4 5 1 49/ 

*?*ti^tS S 

*MM*1 7 5 FMUCC *». **»»« 

< «|ttf«** (8b) . i-ifct-tEfw* (xi n *6**wo<Mr» (i- 

1 A > * W * C fc#t?**. •^•^°^4on^r^^Kn"™*' 



miE^2 005-302851^ 
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^-y^W?^D^) #;v**vM?K *B8t, (1H-1, 2, 3 I 

^ttttOW^ttt*^ KftMBl Oft 

i;iV* ;55s5«i2i55ii* * £ * * *. km** ot^^ 

ft*»fc 3 on#iin?**o 

i£2»Vl d) X*^-C CR> • ' ) -flMM«*»*»**>*« 

10 17 7], 
Hb3l] 



(9b) <9c) 



(9a) 



[ittHQ Jcx^9-7] Jrawa |' 



[XH9-9] 



R 3 * 



R 10K 

-R 2 



j& ;.S;' ^ 

ffifEJft 2005-3028512 
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. ) 

< $Iiii! ft-pft (9 a) *>6«>nn^ »~ ™V-^ 

^itt 2 ^ Ob) c^x 1 0 ^->7;ii:»u ft** ( ? c Li2i x ? 



H f r « f r 1 0 *IU 7kl<D i, 7 •> * A * fcJ* h'^f^v ij * v 7 

ft* "±*1im***-t**MkLX** Tetrahedron, 5 3 (14) . 
5159 (1997) ifM biX&o 

mE#20 05-30285 12 
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**, ±B*fc***i-****L^ Tetrahedron Le t t. . 25 
(51) , 5939 (1984) ***lf bfr&o 

7z "" ili JvriZ-t-y rin ^fe (9g) t#*i^*tlS 0 RIB 

^iitt«**6»i«««©««^*^ kis"»««i-o»*«.6o»»it* 

& o 

4*, ifB*********^^ Tetrahedron, 53 (14), 
5 1 5 9 (1 9 9 7) rt'iMf bfo&o 

tbiE# 2005- 3028512 
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?wt&»™>«^ **** 

i V) iff -9 i t § 4 o 

t4ia««>fl«*«>K^ Greened" Protective Groups in Organic Synthes 

is? kfl fj£ mm t sons, 

tBSE#2 0 0 5- 3 0 2 8 5 1 2 
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^lUiinfttftM (i) **** d> mis. 

I, ^A?DVK?7^'-, ^^-7^77^-^^) tlV^utki^fflK 
• . »Si»2 0 0 5-3 0 2 8 5 1 2 
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±E«H*fk#JfcLTli, WillfyK^, Mtf'^A, y;i>*h- 
t* s tr§, 

J:IB««iWtfCtt, «jttf »; >HWJL, #B*& SkWttiL. ^x>BMta:.f 
"«5'5*/l'7/l'=»-.fK 7x^W*3-*, ft K n*t, V^fcf k'*$>lf& £ 
tUtf -5 £ 1 « o 
[0 18 8] 

Rxawj: wmhm, ?--m. omMs & 

**k * 7*8J> n - i/ a >»© «t 9 fcttfflflJ * li&*TOJ & * »f * - * 

±B&M*IHU #KfUfc#k JHSflfttfck ^MSb^J, *«flSW, 

SnaflOfc'frfcli, 0. lmg£</>L10g ($J*L<W:1 mg£v>L2 g) 
, *1-ffl#J Hk 0. 0 lmg%v>Ll 0 g (»4 LOiO. lmg4v>L2g) , 

&ttM<o&4t\z&. 0. 0 1mg&v>Ll0g (fflKliO. lmg&v^L2g) £ 1 
BC HHia-§-*^«i2*v'>L4|ll»=^tT«ffl-r*o 

[«lfcfl] 

10 18 9] 

*3&Wt«4^»tt, 0lx.Mk JSLT«)«ifeW*J:O f «tt«tlB«U/i*ffil-J: , )«* 
[0 19 0] 

a%ss« , K #Kia®35**v^^K{±, iSiyv*y;vtLtYMc s 

I L- 6 0-4 0 0/2 3 OWilv/:, 

ODSA7A (WakopakR Comb i ODS Column, £fc(±YMC 
Comb i ODS-A) 

Solvent AWL 0. 1 % h 0 7 )\>* nBf*-*, B ft 0. l%h'J7**nft 

Flow Rate 3 OmL/min 
StopTimelOmin 
Gradient 

0. OOmin A: 9 9%, B : 1 % 

tbaE# 2005-3028512 
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8. 0 0m i n A : 2 0%, B : 8 0% 
8. 2 Om i n A : 0%, B : 1 0 0% 



Ss«ffl^.T 7iiJl/7t^K (1-81 g, 13.4 mmol) 1 » 2 -. ✓ J n a J-y s u 
(5.8 *) y "v->**^. (*«»*«» 

ftBft** (8-02g. £*») ***** * k L , T# /;: (3H • x 6 99 _ 7 10 (2H, m), 7. 
»H-NMR Spectrum (CDC Is) 8 (ppm) : 3.49 (2H. s), 3.81 (3H. s). b.yy 

.50-7.55 (2H, m), 9.19 (1H. brs). 

r' 9 "^; 7 -^^'^ . (8.02 e ) t *^-» 

Stect™ (CD30D) 5 (PP«): 3.40 (2H, s). 7.02-7.07 (2H, «>. 7.50-7.58 (2H. 

T = - V (0.82.1) ****»T-«»*. STSJf «|-V-« 

W5> (0.56ml) - 2 4 ✓ 7* tv T J K ^ 

•S^Spect™ «BCI.)«ta->: 3.53 (2H. s). 3.83 (3H. s). 6.82-6.94 (2H. .). 8 
.18-8.29 (1H. m). 9.42 (lH.brs). 

N 1 ' ffi«£#2 0 0 5-3 0 2 8 5 1 2 
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J-* (10ml) \zmm$-&> *»ftUf-*A-*»* (417mg) *DnA-C3lffM30fl'Bai$ 
Lfco Kettle lNikK (20ml) tip A, x* 7 **E3* Lfc 0 MfciMfT, ft 
fif^-r^5HKD77> (1:1) TjfliHU *«W*»*«E«^ h U f 
fc„ ftli* ftEi&tiU #^*Ljt5»an:3?xf->l'X-'f ^/-^*-9-> (1:1) *Jnx.rffl! 

m$-£fc&, mftizwi*. mxMM-t&zkK*. vmMt&ya a.oig, 94.5*) 

'H-NMR Spectrum (DMSO-de ) S (ppm) : 3.33 (1H, brs), 3.40-3.48 (2H. m), 7.02-7.20 ( 
1H. m), 7.28-7.45 (1H, a); 7.85-8.00 (1H, m), 9.98 (1H, s). 
[0 19 6] 

jjjgW6 N- (4 -7JV^D^>'y;V) t^rf) y » T *> K X f~ jl/ x X T ^ 
SH#fflfv.T, 4-7;^a^^y^.75> (1.252g) =Srxb7tKD77> (30ml) 

**&*#Ti: b 'Jif*7 5 > (2.6ml) , xf/i/ * n n t*-f\s- Y (1 
.4ml) SriTFU SiftfcT30fl-fllJ*#Lfc o BU&fctWflk^+frblttSIM&mi- b 'J-7 

7-y- (»tti« ; :»»x^;u=i : i) m *> mm-? z z t k x nmititm 

(l.851g, 82%) tefefeelfc LTftfc, 
'H-NMR Spectrum (CDC la) * (ppm) : 1.39 (3H, t, J=7.2Hz), 4.35 (2H, q, J=7.2Hz), 4. 
49 (2H, d, J=6.4Hz), 7.01-7.07 (2H. m), 7.25-7.30 (2H, m), 7.39 (1H, br). 
[0 19 7] 

N — (4-7WD^>-») ^f7U* j.f-ji/iXxJl' (1.85g) (2 
0ml) -7k (5ml) JMMt'J ^7 A-TfcftW (671mg) £ in* t MKT 303" 

Wa^LJto RlB«t^2NttK (10ml) *M/tfc&, * * ^ -^t«E**U 

«e«Lfco »«iE**ta9*Lyift, ^suv^f-^x-x^-^^^v^ijox-T^t^f 

- W**fco *&B*S>&, j§^?£$-f *££K«t •?> ^IB-fk^fei (1.346g, 83%) *6fe*6 
U#/: 8 

'H-MIR Spectrum (CDCI3) 8 (ppm) : 4.51 (2H, d, J=6.0Hz), 7.00-7.10 (2H, m), 7.20-7 
.30 (2H, m), 7.57 (1H, br). 
[0 19 81 

|igy N- (2 -y x.-iu^f-fr) ±jrT!)_yJL t->k xf-^xxf^ 
Sif^ffi^T, 2 - 7i^JHf*7 5 > (970mg) *x h 5 H Kn 7 7 > (30ml) Kit 
ftTjU&friPTK h 'Jxf;V7 5 > (1.87ml) , x-^;i/ n a b (1. 

0ml) fcfl&TU Mt'T 1 R>|BJ*#Lfc 0 RE»fcH«xf-;l,fcj^Jtabfc*-f 

hU^AT?(£Jftt^o »«*«£E«*trfElBft^»a^Jfi» (l-83g) £Jtfe*l*t>i: 

J H-NMR Spectrum (CDCb) S (ppm) : 1.38 (3H, t, J=7.2Hz), 2.88 (2H. t, J=7.2Hz), 3. 
61 (2H, q, J=7.2Hz), 4.33 (2H, q, J=7.2Hz), 7.13 (1H, br), 7.19-7.35 (5H, m). 
[0 19 9] 

m&Ml N= (2-7xxjVxf-jb) ttfVy» TvK 

N- (2-7x-^xfjV) **^*75K xf-^X-X-f-JUBl&JSft (l-83g) 

-JW (20ml) -7jc (5ml) jMSM& U ^ 7 A-**D» (671mg) tftiTifii: 

TlRJHiaj¥Lfco J**;- U AttK 1 (50ml) SriDx.^ ftM 

xf-;UT-Jt6ffi t/Co l&ft«7KT*i5fej#-L, «S**B*^ h V 7 AT« Lfco 

»JBt*«£Ea*U^ft, Mi:yi-rJW-rJl'-A^t> (1 : 5, 60ml) ^lPx.TSf : 

»S-£fco H#**JRU a*lf£»W'«£i:£ «t »K mift&VO (1.327g) t£|fel**i: 

[0 2 0 0] 

miiE# 2005-3028512 
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MjgfflJlO N- (3 -7 jL-)U-fv\£)V) t^f'J y ? 7~>K j-f-frj-ar/P 
SX»H*CT\ 3 -7x^;W7*Dtf;i/T5 V (1.14ml) £9 h 9 Kn 7 9 > (30ml) 

**i&?fr3jTK b "Jxf^rs V (1.87ml) , jc^u ^ont^fl/-h ( 
1.0ml) «TL, Sai:T40»llffl?Lfc. EaS«**i^f-*fc||0»JftBWc#* h U 

tMJWT«U, LT*R<frfrttffl&J»» (2.06g) tftfetttttt . 

'H-NMR Spectrum (CDCls) * (ppm) : 1.39 (3H, t, J=7.2Hz), 1.92 (2H, quint, J=7.2Hz)' 
, 2.68 (2H, t, J=7.2Hz), 3.38 (2H, q, J=7.2Hz), 4.34 (2H, q, J=7.2Hz), 7.10 (1H. 
br), 7.17-7.32 (5H, m). 
[0 2 0 1] 

«j&0»l 1 N — (3 -7x-;i/7 , abf;i/) t^f'J?» 7->K 

N— (3-7^-;i/7*Ptf;i') *#1F95K ifjv x-7>T frW&Wto (2.06g) 

(20ml) -7k (5ml) 'J 9" 7 A — (671mg) £#nx.TgS. 

CTlHWS#L!to ^^^-^*«E9*U »aEtlN*K (50ml) trtojUiVt, gfc 
&x.J-)V?MmLtz 0 «fflM*-e«3Mfe1*U «H*WBl9- h ') 7 AT« 

Lfc«, »JK«:*ffi9*Lfe«, ffil:yxf)H-f*-A^t> (1:5. 60ml) £2)1] 
x.tli?^;„ J: *K Mffe-frW (1.579g) tfife 

[0 2 0 2] 

gjjjWl 2 N— (4 -7;V;f P7x~;U) -S^/U^n-ypj-y » 7vK 

yxf;i. y'7^tD7n^- h (196mg) fch^-xy (2ml) 4-7;1/^-d 

7->;> (o.imi) ztoz.-c~mmMm.Ltzo -eft^u insi (2.5 

ml) *Dnx.fc&, »lif)i'i?«llbU #«W*4te*«*^b I J9AT?<feliLfc. 
®$:LX®htltzn&®®-<r>'&M (188mg) *:t*y->l/ (2ml) -* (0.5ml) 

Mfc T*BMfc V 9 7 A — jjcfn* (42mg) ^rtPx-T lffl»L/;, .i.*y--;i>£^ 
ES*U M^-9^i:*T^@gL^o 3jdifclNtt» (1.5ml) £inx.T8SM4i: Ltzfe 

(116mg) £fife«£LT#£ 0 
[0 2 0 31 

Saggjl 1 3 N. N-v'^9;^-N' ->f;vyp^>-l. 3-/7^> 
N, N-VxfjU-l, 3 -7"ti/Oy7 5 > (10.0 mL) b V xfJl'T 3 > (10.0 mL 
) <*>9h9fcKP7 9^ (150 mL) MT^nnfl|>f * (5. 15 mL) £?®T L 

Tto IIU3 0 K£&£JBfDKB*X*- h 'J 7 AtKMUO mL) £ in £53-52 

200 mL) KifFiiU ^SA'J'JAtrm *ET«MBU ^HfefS^ (8.90 g, ESI- 
MS (m/z) : 189) £#fco i h 9 t Kn 7 9 >(200 mL) 
jfTs *fHt7/l'3 -7AV97 A (2.00 g. 0.826 mmol) *4fc* KiD*.fco ^^#ffl^ 
T, £it*M-Cl 5«-B«#ft, 6 5TST1. 5B*IBH*#L.fc 0 U *(2 

.OmL), 5N*9Hfc9- h 'J (2.0 mL), tK (10. 0 mL) £iJD/U M^lUM 

#Lfco *»»«:%S!U 9 h7t KP79Veffe&U *ifc**EE*ttU ffltfetflttft 

tLxmmit&m 0.2 g , 72.3%) 

^-NMR Spectrum (CDCb) <J (ppm) : 1.01 (6H, t, J=7.0 Hz), 1.65 (2H, m), 2.42 (3H, 
s). 2.47 (2H, t. J=7.0 Hz), 2.51 (4H, q, J=7.0 Hz). 2.62 (2H, t, J=7.0 Hz). 
ESI-MS (m/z) : 145 [M+H]\ 
[0 2 0 4 1 

Rj60ll 14 ^f-fr- [3- (4 --*9JUk^9v>'- 1 --f;V) 7"p tf 7^7 
1- (3 -7 5 / 7"P fcfJl') - 4 -^9^kT^9 v V (1.50 g) Of h 9 t: Kn 7 9 > ( 
10 mL) mtiz'h if-^75 > (1.53 mL) tJDx., 7ki£3t#T\ ^nn^f* (0. 

mSE#2 005-3028512 



2004-054451 



59/ 



f'J (0 11 mL), 7* (0.55 «L) * **ini*. . *»+ 1 ^ 

^*i)3a# (1.63 g, 26.3 %) 
ESI-MS (m/z) : 172 [M+H] + . 

eJtKUiO, «B<MNIl (3.02g. 20%) ******* L ^ fi 30 (1H 

■»M1 fi 4 - ^-^»'*°-«--'- 0?;t/ * y) " 2 - 1 

27ml) > >nnfl|7*f* (2.05ml) £?ST J J^SSi^i-}- > 'J 

7-8.15 (3H, m). 

10 2 0 7] ^ _ , , v o _ f ri^n ') W - 1 - 

mSE#2 005-3028512 
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•P-fh-S* (2 378g, 89%) fci&Jlfe&flU fC»fc. 

^1 P rctrL g (CDCl3),(PP m ): L9M.00 (4H a) 3 30j3.BG ( H. , > £ 78 2* 
s). 6.45 (1H, dd. J=2.4, 5.6Hz), -6.50-6.60 (2H m). 6.96 (1H, t, J-8.8Hz), 7.Uci 
(1H, brs). 7.67 (1H. d, J=2.4Hz), 8.00 (1H, d, J=5.6Hz). 

, , ^„.^ -i -^i (1M *> **** 

k t -/ d v4-- (oil., *^^»««^ 1 , ^ J ,r»f 

M^H^ Lt#fco Q1 90 (4H ) 1.90-2.00 

), 8.01 (1H, d, J=5.6Hz). 

K»S.»»W: ,03 ( f s, 6.64 <1H. «, J-2.0, 7.30 
(2H. t. J-S.SHz). 7.51 (1H, d. J-5.6Hz). 8.06-8.16 (3H. m). 

(180mg, 91%) *** fe ** 0 k !:' C f 2 /to :x 3 77 ( 2H br) 6.40-6.60 (3H, m). 
>H-NMR Spectrum (CDCh) S (ppm): 3.02 (6H. s), 3.77 IZH. br;. 

ffiS£# 2005-3028512 
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6.96 (1H, t, J=8.8Hz), 7.20 (1H, brs), 7.63 (1H, d. J=2.0Hz). 8.01 (1H, d. J=5.6 
Hz). 

l02:ll l f* j 9 - n *Q7 t r*i/) - 9 ~ [ i£±lk2AZ) * 
IJ 2^ 1 4 - (4-7 ^^-2-7)^Pyx/-r// s l 



^; ; "y:4 J ^7^^n-4-^bn^x^v) (374mg) tft** 

BftT thnK07?> (7.5ml) ClW^^^TKHiW^ (0 
D«7x,;^ (0.282ml) tJTFt^ "fT^"^^ 

!E**LT#&iifc»* (I028mg) (20ml) -N. N-v^ *•* ** AT 

f K (5ml) -* (5ml) «f 

?7 <- (Fuji SilysiaNH, *, > ' #1^* = 1 ' * ~ JT±I^l*n} 

xmmt^tzo @«^u msmmiriztKinmto** 021.7*. 2xa?8% 

m), 6.40-6.60 (3H. m). 6.93 (1H. t, J=8.8Hz), 7.68 (1H, brs), 7.96 (1H. d, J-6. 
0Hz), 9.14 (1H, brs). 

6.93 (1H, t, J=8.8Hz), 7.91 (1H. d, J=5.6Hz). 

-i^j 3 l- j^y^uy^M -N' - M- f*-T*^*>^ 

V) 7D^7? 7*K (986mg) . (0.697ml) , C.1H 1. .2, 3 

2iJh5l:Ku7v> (1 : 1) fc*w*»**^^ y9A ^*T2J:^i??5 

ji SilysiaNH, »ffi« I , -r^ 

j;teJ:D«l!fl:« (937mg. 47%) ^^SJUf. 

'H-NMR Spectrum (CDCb) 5 (ppm) : 3.55 (2H. •). 4.43 (2H s) 5 .94 (1H, d, J 2.JH. 
). 6.28 (1H, dd. J-2.0. 5.6Hz), 7.00-7.30 (4H m) 7. 50-7. 54 (1H. 
dd. J-2.4. 12.0Hz), 7.94 (1H, d, J=5.6Hz). 8.54 (1H, brs), 9-29 (1H. brs). 

102141 {lilE# 2005-3028512 
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.,. r ,., „-,»,n-4- f t n-^ 'JtS* =*= r U-.Kn^e 

r'TCl^-^-^SII-Un'^ ^v) (124.5ms, *S* 

Jtirli=Ti-i.Mi TafclLZ-aittN N-WfW«T5F (1.25ml) C» 

'H-NMR Spectrum (CDCh) 8 (ppm) : 1.40-1.70 (2H, m) 1. 90-1. 96 ( 2H, m) 3.2 3^ 
(2H m), 3.70-3.85 (2H. m), 3.96 (1H, m), 6.64 (1H. dd. J-2.4. 6.0Hz), 7.27-7.36 
(2H, m), 7.70 (1H, d. J=2.4Hz), 8.08-8.20 (3H. m). 
102151 . , , 9 -y^±u-A- [ 3- (2-7.^J^7W) £ 

.x-r^ (10ml) *inilT»***r«**; ^Stiil". 
»tUti:i*)»ft (298mg, 41%) *Sfe*»t^»^-o 

(lk. dd J** 11 6^ T.« (1H. d. J-5.6HZ). 8.51 (1H. brs). 12.43 <1H. brs) 
S^|1!L <2-, ^n - 4- |2- [ ,^,n ; :-, - *,^a) TV 

A?D 7f^7^ (^ffifS;^*^>':^S^^=l:2~l.4) kiOfflRT^-c 

K*9MBflS** (545.7mg ( 5e*K>) ^J**=J , „ m s) 5 2 4 ( 

'H-NMR Spectrum (CDCls) 3 (ppm) : 1.95 (4H. m), 3.43 (4H. m) 3_52 (2H sh 5^ 
2H s), 6.55 (1H, dd, J-2.4. 6.0Hz), 7.06-7.26 (3H ■). 7.32-7.46 (5H, m), 7.62 
7.78 (2H, m). 8.03 (1H. d, J=6.0Hz), 9.38 (1H. brs). 

ffifE4#2 0 0 5-3 0 2 8 5 1 2 
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^-*J: 63/ 



i.so (4H ») s.00 ,so (m .) h oh «. 

J=2.4, 5.6Hz), 7.28-7.45 (2H. m), 7.46 (1H. d. J=2.4Hz) 7.78 UH, dd. J 
3Hz), 8.10 (1H, dd. J JO A. 5.6Hz), 8.69 (1H, brs), 10.6 (1H, brs). 

*"5uVst^* (0.302ml) «TUS. »M?W-S«*f«i 
f U*m/"*-<*]75> (0.467ml) 4»M«»bfc, E 

t&I^HWl^SS:™ ( 2 H. m, 1.7. «. -j,^ «, 

102191 r„ o -r- r 9 - V j- P 7 - ' * ^ 2 > - 2 — f ;V/] - 
;f;vXuy-/-4-^v)^T (243mg) tff^KnW 6ml) - 

- (Fbji Silysia NH\ »B« I KJ:»)««U *E**rr*-^*»* 

(17 ^\^?* ) ,f^^ro' C 5 fc i 1 78 (2H, m), 1.98-2.18 (2H, 

^^r^i^^ k 97 UH 1- Irt" J?7 & 

(1H dd J=3.2, 8.4Hz), 6.47-6.66 (2H, m), 6.97 (1H, t. J=8.8Hz), 7.17 UH, Drs, 

7'. 65 (1H, d. J=2.0Hz), 8.03 (1H, d, J=5.6Hz). 
ESI-MS (m/z): 374 [M+H] + . 

MMTF' o n W7 x = 226 mL 1. 8 mmoO **T U 0 5 »f»» Lfc. WC 

ffitE!»2 0 0 5- 3 0 2 8 5 1 2 
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FuiiSilysiaNH, 3 : 1 ~ 1 : "1 > U 

ft<&i» (503 mg, 100 30 
ESI-MS (m/z): 420 [M+H] + . 

SU^c.n *V)i.fi7A^ h^77^f — (FUJI Silysia NH, Wm^"r^ 
,?^;-*=loTt)%»«U «4»«*i:L-C*Bft« ^67 mg, 85.6 % 



i 8 8 Hz), 6 47-6.5) (2H. «>. 6.94 OH, dd, J-8.8, 8.8 Hz), 7.29 (1H. d, J-2.4 
Hz), 8.02 (1H, d, J-5.6Hz), 9.33 (1H, s). 

t n 2* ' * •■> 1 Lg3 2 g I ? = 1 g j, % ^ w 9v -t-4* 7 * > (400 m. ».« 
S^T*n°*»7*-M0.307 mL, 2.45 «>1)**TU 0 . 5 J»«**J-*-' 

. ) «9«l»-r*-tKiJ:»). W4*«»i:L-C*«flS*« (653 mg, 83.8%) 



ESI-MS (m/z): 406 [M+H] + 

10 2 2 
SM33 



H, m). 9.08 (1H, s). 

7 L P 7xJ»» (169 mg. 1.1 ■ol) ****** ^» «*1 mg 5 4B -o 1) 

SStVii-hU* (10 mL) K*»U ftfT^WDfA (213 mg, 2.19 mmol 

B|Hf2 0 0 5-3 0 2 8 5 1 2 



0 0 4-0 5 4 4 5 1 <*-V: 65/ 

UTSffift** (84.6 mg, 28 *) 
ESI-MS (n/z): 416 [M+H] + . 

J «ZlV\-*+ r .>""'"-<-i f4- (2-7**°-*-^ 

i„ *<? , I5£r , ,(0.336 *L. 2.4 -.O^iJiJ"'^* "!*« 
iS««T»Dn*B!7x = * (0.226 mL. 1.8 wDrtTl., l»W«»Ot. 

fck mink*** ► -j » a**»#u «*«*■ hi**** S . 'wST :* 

*2££2™ «5£)* 2.31 (3H. s, 2.43 (4H. ? ) 3.61 (4H i L « < 

1H, dS, J-2.0, 6.0 H). 7.26-7.31 (1H. «). 7.48 (1H. m). 7.69 (1H. d, J-2.0HZ), 
8.06-8.13 (3H, m). 
ESI-MS («/z): 376 [M+H]* . 

« 6 U^..^,^v- 1 -»»*vl» ( 4- (4-TW-2-7** 
^t^f^-T-^^14 - 

u;vir^rioo 7 ;>%^ 

^^^^^^^^^^^^^^'^'-^^^-'^^^'^^^^^^ ^^^^^^^^ 

^J^^in^: 2.30 (3H s). ,41 (4H ., S 6, (4H. - 8.7, < 
2H brs), 6.43 (1H. ddd, J-1.2, 2.4. .8.8 Hz). 6.47-6.51 (2H. m). 6..SW UH. 
.48 (1H, m). 7.56 (1H. m). 7.98 (1H. d. J=5.6Hz). 

gj^gg 3 7 t - 4 - I 4 - U — J J\*Jt - 7 

^U^l^ (400 * ,61 

'. . ..o il k ■! i*H<7S J- (0.673 mL, 4.83 mol), *>'S> <) 7 / -» 

T V 0~7 8 I 42 Jo.) tii L ~ 3 H MMlfa »«^* (160 . 

ffiSES2 005-3028512 
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^-v: 66/ 



4tt (548 mg) £4# fco 
ESI-MS (m/z): 461 [M+H]\ 

[0228] >-2-7Vtn7 xZ»2] 

&MVl®tLXmi&tt&m (185 mg) fc#fco , „, /ou M , Rfi ( 2 H 

W Spectrum (CDCb) * (ppm) : 1-45 (9H. s . 1.62- 73 <2H. m) 1.82-1.86 (2H 
m). 2.37 (1H, m), 2.74 (2H. m), 4.14 (2H, m , 6.45 H, ddd. J-1.4 .2.4. .8 4 Hz) 

6 51 (1H, m). 6.61 (1H, dd. J-2.4. 6.0 Hz), 6.94 (1H, •). 7.26 (1H, d. J-l.Z 
), 7.88 (1H, brs). 8.05 (1H. d, J=6.0Hz), 8.67 (1H. brs). 

T^o? ^D^rSS^T; l*T2W*«*Lfc. 
1 



H-NMR Spectrum OHM.) » (H»> : 1-44 »H s) 1.62-173 CM »). US W ; »>■ 
2 41 C1H, ■■>, 2.75 (2H, m). 3.76 (2H. s). 4.14 (2H, m). 6.61 (1H. dd. J-2.4, 0. 

T ' ~f! "1 2 - TV t!.J^- 4 --f -3-7W = 7x=rt -3- [ 

fl Xltiylli) 7WH «^7 (84.6 re. 0.204 «mol) ON. N-v 

.ffif£#2 0 0 5-3 0 2 8 5 1 2 
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67/ 



JI SilysiaBW-300, : IM****- 1 : 1 

LT*ffitt£W^ffl# (548 ng) *ftfc» 

ESI-MS (m/z): 648 [M+Na] + . 

- v (2.57,) ¥¥J¥^^T' (30ml) iE» »** 

2 -J D -4-">n xy-V (6.94g) , N. N-^V^^x W 
\l4ml)%Un£-C160^^T6BM#t^o R?* 

dd J=2.4. 5.6Hz). 7.19 (1H, d, J=8.8Hz), 8.04 (1H. d. J=5.6Hz). 8.16 (1H. dd, j 
=2.4, 8.8Hz), 8.40 (1H, d. J=2.4Hz). 
[0 2 3 2] 



\ ( bf a u v y - 1 - i 



JrT iv»tK07J> (10ml) jHtS)WtTCH*Wiy (0.60 

(iffl«;»55f^> K*>«IVr*ifcfcJ:*, ***** (227mg) ****** 

^Ipectrurn (CDCh) * (PP*) : 1-90-2.00 (4H, a) 3 4W.B0 (4H *) 3. 70 (2H 
hr^ 6 48 (1H dd J-2.4. 5.6Hz), 6.59 1H. dd. J-2.8. 8.8Hz). 6.77 (1H d. J-Z. 
6 96 UH, d! J=8.8Hz). 7.04 (1H. brs). 7.62 (1H. d. J=2.4Hz). 8.01 (IB. d. 
J=5.6Hz). 

I^If^n^-'^ iM.) -2- (^♦****=*rw> 

(zvl L *fHt>'077> (6.5ml) KfcFfcS"*, ***'J ✓ (0-94 

miE# 2005-3028512 
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^-v* : 68/ 



;v = 95: 5) Hi OlUts: ti:i »k SEE-ffc-S-W (283.3mg) **Jtfe»*fc LTf» 

Jfeo 

'H-NMR Spectrum (CDCh) 5 (ppm) : 3.40-3.80 (10H, m), 6.49 (1H, dd. J=2.0, 6.0Hz), 
6.61 (1H, dd. J=2.8, 8.8Hz), 6.79 (1H, d, J=2.8Hz). 6.95-6.99 (2H, m). 7.55 (1H 
, brs), 8.02 (1H, d, J=6.0Hz). 
[0 2 3 4] 

M&W 44 4-73^-6- ( 2 - ? o p - 4 - - h p 7 x 7 ^ -» <i?> 
4-75;-6->naei;?y> (648mg) *N, N-^f***A7?K (5ml) 

2 on- 4 b D7i;-jv (1.736g) , N, N- V A V 7*n kf^if 
;i/73> (3.48ml) £fln;iT160'C£T-Bfe$#Lfco -C^AU #B*-x 

f-^t 1 N*»-ft^ b U * A*»«T?#RLfco 1 N*»fltf- h U 

■fc««:t*-* (10ml) fciDx.TfcfifcffltiS'frfca 8hll*%JRU iMClHt1-4 C J: 
19, fEfB-ft^W (230mg, 17%) fcttJtfettJfc t LTftfc. 

'H-IW Spectrum (CDCh) 5 (ppm) : 5.00 (2H, br), 6.10 (1H, s), 7.38 (1H, d, J=8.8H 
z). 8.20 (1H, dd, J=2.8, 8.8Hz), 8.22 (1H, s), 8.38 (1H, d, J=2.8Hz). 
[0 2 3 51 

»jiW4 5 4- (4-7^-2-^nn7xM-» - 6- [ (tfoU^ 

fiStf&H&T, 4-757-6- (2-7nn-4-^^7x^-» (23 
Omg) *f >5KKP77^ (5ml) C»»?*> **S^Ti: h ')xf il'T-? V (0.24 
ml) , ?nn^S7i^ (0.216ml) SrSSTtfcft, ISCtlWWL/:, fcTtnj 

(0.507ml) *jo^T$fe»wii*Ma»L^o &j&WL*mk^+ * timmtT > * 

*L-C#(btL7t^{Cx.^y-;V (20ml) -7K (5ml) *JBi.tWH/:t, «*Mfc© 
(400mg) , MitT A (800mg) *lPx.T 2 WMJillSaaE tfco EM^lSJt" 

Wft^-bv^ h^atT^iiU ftR-*-*-*-^ h7t (1 : 1) 

$ ; /s^-9-> ! 1 : 4 ^W&L*-* *) Hi 0 iff SSL, ^fB<fb£* (145.5mg, 

51%) *6M*tLtHfco 

'H-NMR Spectrum (CDCh) S (ppm) : 1.90-2.05 (4H, m), 3.40-3.55 (4H, m), 3.70 (2H, 
brs), 6.60 (1H, dd. J=2.4, 5.6Hz), 6.77 (1H, d, J=2. 4Hz) , 6. 98 (1H, d, J=5.6Hz), 
7.15 (1H, brs), 7.60 (1H, d, J=0.8Hz), 8.37 (1H, d. J=0.8Hz). 
10 2 3 6] 

§S*jjfflJ4 6 4 - (2 -i<-f-^-4-xhn7iy#'» \j^'jy-2-A)vy\y 
RS#^l'2-T5^-4-^DOtf'Jv ? >' (5.0 g) , N->f^t'D'J K>(40 ml), 
2-liKn*->-5--Fnf;Vx> (11.9 g), V/ntf^xf ;l^7 5 > (20. 1 g) 

Kfom-rYyt KD75> (200 Ml)«rSnx.T#lBLfco tK® * v^;l/i-x^(100 
ml)THUtiLfco «^^t&W^:m*(100 mlX2)T'«c^L, b 'J 7AfgM 

i;if*x-f/i':ftKxf*=l : ltftWfc, a»R*U JtfeBfri: UTSJBft* 

(4.36 g. 45.7 K)*#7t 0 
'H-NMR Spectrum (DMSO-de.) S (ppm) : 2.28 (3H. s). 5.89 (1H. d. J=2.0 Hz). 6.04 (2H 
. brs), 6.19 (1H, dd, J=2.4, 5.6 Hz), 7.23 (1H, d, J=8.8 Hz), 7.87 (1H. d. J=5.6 

tiSiE^F 2005-3028512 



0 04-054451 69/ 

Hz), 8.14 (1H, d, J-2.8. 8.8 Hz), 8.29 (1H, d, J=2.8 Hz). 
ESI-MS (m/z) : 246 IMP. 

\^TZll-V-ll» 7*'*» (1.00*. 4 08 . 

»«L/- 5*CN, N-^»*WT3K (18.9ml), «- 42 "° * 

fSJSrUS^bS^S »*<SS* "0 <3H. s, ,41 <4H. 3 f MH, ., * 07 
(1H m), 7.27 (1H, d. J=8.8 Hz), 7.43 (1H. m),. 8.15 (1H, d. J-8.8 Hz), B.*J un 
, d,'j=5.6Hz), 8.32 (1H, s), 9.38 (1H, s). 

[0 2 3 81 . „ ,- vBS r A (4-73 j-o-)!fi7iM-> 

?H%1pecf JfoisO-de) * (ppm) : 1-94 (3H. s), 3.38 (4H m) 3.54 (4H m> 5 01 

(2H m) 6.42-6.48 (3H. m), 6.72 (1H, d. J=8.8 Hz), 7.23 (1H. s), 8.04 (1H, d. 
J=6.0 Hz), 9.13 (1H, s). 

4 _ (a-^^-^—^^^.Va 14ml) tin*., *iB**T*nn* 
= * (0.768 ml, 6.12-oD **TU 1. S*"** 1 !^ **S T JL r 
T v tfn'J v> (1.36 ml) =Srttlx., MtoXO. 5 »¥ 

acTftffU, Silvsia NH I : = 2.1~ 

mtiE# 2005-3028512 
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70/ 



! H-NMR Spectrum (DMSO-de ) d (ppm) : 1.81 (4H. m), 2.29 (3H, s). 3.35 (4H. m), 6.66 
(1H, m). 7.27 (1H. d, J=9.0Hz), 7.53 (1H. s), 8.15 (1H, m), 8.18 (1H. d. J=5.6 
Hz), 8.32 (1H. in), 9.31 (1H, s). 
[0 2 4 0] 

jtjSW5 0 fcfP'jy>- l-»fl"K>B* f4- (4-7^^-2 ->f-^7x^^-> 
) fcf 'J 2 > ~ 2 - 4 jk] ZAJf 

tfnij y>- 1 [4- (2-^f^-4--hD7x;^r-» £'Jv>- 
2 -^;i,] 7* K (775 mg) (T)3-Z (50 ml) HSCiSfl© (505 mg), aMt7> 

(967 mg), 7K (10 ml) *1&tl, 9 0*0^3 Ofl-W*P*ft*^bfco K)fc»*M 
ttftjJU ^»i»**»IUfc. *>t)£7K, N, N-^f**^7? KT?JH*ifcitK£ 
, ^«t«ET«iLfco 5»it*ftBlx"f-A' (100 ml)fc* (100 ml)T-^@fit^o ftttfl 

30 ml) Unit, Mt?2WMW«#Lfco H#*%1RU IjM6»t4-i:KJ:^ « iL 
"C*IB-ft'&!» (467 mg, 66.2 50 

^-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.80 (4H, m), 1.94 (3H, s), 3.34 (4H, m), 5.01 

(2H, m), 6.42-6.45 (2H, m), 6.49 (1H. d, J=2.4 Hz), 6.72 (1H. d, J=8.4 Hz), 7.3 

3 (1H, d, J=2.4 Hz), 8.02 (1H. d, J=5.6 Hz), 8.54 (1H, s). 
10 2 4 1 ] 

Hf|5 1 1- (3-VxfA^T3/yti^) -3- [4- (2-^f"^-4~- 1- 

4 _ (2->f^-4--FD7xMy) tT 'J V>- 2 - 4 ^7 5 > t V V xf-;U7 < 
^(500 mg)Oxr-vfc Kn7?>»« (50ml) *WW"*R7x-* (0. 
384 ml 4.08 mmol) frfllTU 0. 5 B*IHJ«#Lfco RJfc«**ETC*lfl», Ml" 
y^f;^JVA7 5 h'(20 ml), N, N-^f^-l, 3-7nA7v75 7 (1.28 ml 
) £JQ;U Mt?2B*W«i*Lfc. RiS«*:»Ki^>Kl50 ml)fc* (100 ml)T^@EL 

St J /')*W5A^o?l'^97'(- (FUJI SilysiaNH, i#ffli£ ; > 
f . ;v = i : i-ftHfcx^/lO t?»«t, fc LX*Mit**l (794 mg, 96.9 X 

) *ntz 0 

ESI-MS (m/z) : 402 [M+H]\ 
10 2 4 2] 

Wkto5 2 1- [4- (4-757-2-^f;V7x7ty) \£V 2 -4 *>] ~ 

3- (3-yxW^7"nefr) «7l/ T 

! - (3-yxfJI/7?/yD^) -3- [4- (2-^f;V-4--hD7x7+y 
) t?y *JV- 2 ;W] >7VT(794 mg)<OX*/--;l/(50 ml)^iS('m^l9- (442 mg), 
^ 7 >^-^A(847 mg), tKUO ■l)*Jn*., 9 0 tit? 1 ^KHiS^L^c RlSffiS: 
Mia*^*Pm, *»*jfr*SUU %fK*«ETfc»ttLfco »iC*»if* (100 ml 

^*LT#^tL7^^g^v i ;7>^;V*7A^C3-^hy'7'7-<-(FUJI Silysia NH, mffl 

ifc;^*-9-> :iKxf^=i : i~i : 2 -fttif*-»Kxf* : > * y -;i/= 2 
o: 1-10 : Dtiiu aw-ffrfrfcdio mg, 15 %)£#£<, 

J H-NMR Spectrum (DMSO-de ) <Hppm) : 0.93 (6H, t, J=7.2 Hz), 1.53 (2H. m), 1.93 (3 
H s) 2 38 (2H, m). 2.43 (4H, q. J=7.2 Hz), 3.12 (2H, m), 5.03 (2H, m). 6.39 (1 
H dd, J-2.4, 6.0 Hz). 6.44 (1H, dd, J=2.4. 8.4 Hz), 6.49 (1H, d, J=2.4 Hz), 6.7 
2 (2h! m), 7.97 (1H, d, J=6.0 Hz), 8.22 (1H, brs), 9.04 (1H, s). 
ESI-MS (m/z) : 372 [M+H] + . 

1024 31 . „ . , , 

BjftW5 3 1- T4- (4-7^-3-7Dn7x7 ^ -> l k i j -> V - 2 ->f ~ 

ffifE^ 2005-3 028512 
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3 - j.^;i/H7 1-7 

WO 02/3287 2 KM^StLfc 2-7 5^-4- (4-75^-3-^nD7x^ 
-» t°'J^> (707mg) Zmm^m^T, f FHKn75> (15ml) tKtK 
&?$iPTK h U-^f-^T 5 > (0.523ml) , ?nn^|7i-* (0.470ml) iffiTLtzfe 

7i?n7t>/77f- mm®. ; :»«^f-^=3 : 2) KiflflKKU 4- 

( 4 _ 7 ;;_3_^ D n7x^y) - 2 - 7 x 7 * *S fl fi/tf—frT 5 7 feT x ) *J > (92 
Omg) 'iWlimt LX'&fZo N. N-y^f^*W7 5K (9ml) \Z® 

2Mxf 5 >—? Y 9 t: Kn7 7 >fefa (4.5ml) SriDx^ SaU"C23WFH 

77^ - (*§ffi?£ ; : Sllif-^= 1 : 2) I" «£ ^itfSSL^o IKrt&Sfl-fc** 

LT#(b^7t^^^Jr^^-M^f-^ (5 : i) *ira*Tttilfc*ftt*-*fco Mfc 

*>Ipl U irat^-il^^M^* (298mg, 32%) * fife^H fc LTfcfco 
'H-NMR Spectrum (CDCh) 5 (ppm) : 1.22 (3H, t, J=7.2Hz), 3.37 (2H, m). 4.05 (2H, s 
), 6.11 (1H, s), 6.45 (1H, dd. J=2.8, 6.0Hz). 6.78-6.85 (2H, m), 7.03 (1H, d, J= 
2.8Hz), 7.98 (1H, d, J=6.0Hz), 9.21 (1H. brs). 
[0 2 4 4] 

«ffil5 4 4- (4-7?;-3-»PP7x;^» -2- [ (ga 'J y >- 1 - 4 

WO 02/3287 2i:|*$W:2-75 7-4- (4-757-3-*nn7x7* 
-» t°'Jv> (471mg) *S*»B*"r\ T YyKFvyyy (10ml) 
m^TKYV^^T^y (0.348ml) , ;on^|7x-;v (0.313ml) WTUfc* 
, fiS^ClfiifWLT-WWU. ^«Rlt*:fn')y> (2ml) SrinX-T, $ 

*&7mm* yw-u x-t&m l tz 0 «f« * l t# <b titznm. twar**?** 

7t^[c^^-9->-^if-;w (5:1) *inx.TiNl**rtti$-£;fco ttflfcfcfllU it 

toMEffrfr* (232mg, 35%) *&&&&tLX&t:o 
'H-NMR Spectrum (CDCh) § (ppm) : 1.90-2.00 (4H, m), 3.40-3.55 (4H, m), 4.00 (2H, 
s). 6.48 (1H, dd, J=2.0, 5.6Hz), 6.78 (1H, d, J=8.8Hz), 6.86 (1H. dd, J=2.8, 8.8 
Hz), 7.01 (1H, brs), 7.04 (1H, d. J=2.8Hz), 7.67 (1H, d, J=2.0Hz), 8.01 (1H. d, 
J=5.6Hz). 
[0 2 4 5] 

HHB0I5 5 1- T4- (4-7^-3-»QP7xM y) M. U 2 > = 2 - 4 Z 
3-y'xfJl/7 1/7 

WO 02/3287 2 Ci^?^: 2-757-4- (4-75/-3-^PP7xM 
-» f'Jy> (236mg) ^M##H^.T> rhnKn77^ (10ml) 
t§?$iPTfc b , Jxf^7 5 > (0.21ml) „ ?anfl|7x-A (0.188ml) tiTLfc* 
, tfe^^a*-CML-C-iift«l¥Lfco i©RJ©*KN, N-^m^A75 K ( 
2ml) > N, N-yW7?V (0.5ml) *SPx.t, $5>C-a«#U. JRJt«**ft» 

ft ; : *fxf)i'= 1 : 3) izXKmmvtzo B toyuWfrZWkffi Lxnbtitzn 

^KyxfjVx-fJl'-^^t^ (i:l) tUnic TJK« »*S*Lfco »tt 
*«jEK«-T4i fc^* OSIB-fk^ft (121. 5mg, 36%) SrS4»*t LTftfc. 
'H-NMR Spectrum (CDCh) 5 (ppm) : 1.22 (6H, t, J=6.8Hz), 3.36 (4H. q, J=6.8Hz). 4. 
01 (2H, brs), 6.46 (1H, dd, J=2.4, 5.6Hz), 6.78 (1H, d, J=8.8Hz), 6.85 (1H. dd, 
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J-2.4, 8.8Hz), 7.04 (1H. d, J=2.4Hz), 7.12 (1H, brs), 7.66 (1H, d. J=2.4Hz), 8.0 
1 (1H, d. J=5.6Hz). 
[0 2 4 6] 

»Eil56 4- (4-7U-3-^DP7x;^y) -2- [ (^Efrafc'J >- 4 

jv) a ;v ££. ji/ t > y l v v y 

WO0 2/3 2 8 7 2C^?^2-7^-4- (4-7?;-3-^n7iM 
v) (236mg) £MHI£ffl^.T\ 7h?KKD7?> (10ml) Kv#fi?£-ti\ 7jt7jt 

&<££PTK b 'JifJVT 5 > (0.21ml) , >DDfl|7i^ (0.188ml) *STFLfc& 
, f^i:ifiit#SLT-iiffU:o i»R^»K:N, N-v^ f***A7 5 K ( 
2ml) > (0.5ml) *inx.T> SfjC-HftffLt. t 

#ffiLfco ttl^fntMTWL, b U ^t«L/: 0 #t»*«ffi« 

Ji»$*fcflL SlflEtWEtfeak-tSifcKJ: OfcC-fb-fr* (172mg, 49%) 

^-NMR Spectrum (CDCb) <5 (ppm) : 3.49-3.51 (4H. m). 3.72-3.80 (4H. m). 4.02 (2H, 
brs), 6.49 (1H, m). 6.79 (1H, dd. J=1.6, 8.0Hz), 6.86 (1H, m), 7.05 (1H, m), 7.5 
8 (1H, brs),. 8.00-8.10 (2H. m). 

[0 2 4 71- . 
Mff]57 4- (4-7U-3-^PP7x^ y) -2- [ (4->f»fe^7v 

WOO 2/3 2 8-7 2 {:H^$jtjt2-7^-4- (4-7?^-3-^nn7x7 + 
-» tf'Jv^ (236mg) imm^mXT, f^tKn77> (10ml) 7KtK 
i§?fr£PTK b > (0.21ml) , ^DD^xiJl' (0.188ml) ^riTL^t 

, gaiCT1.5l*M«»Lfc 0 £ORJS«fcN, N-V>fWA75 K (2ml) , 1- 
^fjv^7->'> (0.555ml) 4r»nx.-C, 2 b iz-BMWLtz 0 EJ&**ftSl*f-^k* 
t-^ELfc, ^«H*l&fP«7jcT-^L, b V * A-cBtfiLfco 

J B?*Lt#f)W;^g4:-> l J»^*7A7DYl-^77'f- (Fuji Silysia NH % ^ffi 
% ; H=gp^;i/ : p< ^ 7 - ;w = 95 : 5) II J: •? LT^i51b£"t/ (234mg, 65%) SrttM 

'H-NMR Spectrum (CDCb) 5 (ppm) : 2.32 (3H. s), 2.35-2.50 (4H, m), 3.40-3.60 (4H, 
m). 4.02 (2H, brs), 6.48 (1H, dd, J=2.4, 5.6Hz), 6.78 (1H, d, J=8.8Hz), 6.86 (1H 
, dd, J=2.4, 8.8Hz). 7.04 (1H, d, J=2.4Hz), 7.26 (1H. m), 7.58 (1H, d, J=2.4Hz), 
8.01 (1H, d, J=5.6Hz). 
[0 2 4 8] 

gujtffH 58 4- (4-7^-3-^Pn7x7^-y) -2- 1 1 - P (t--/b^y 

WOO 2/3 2 8 7 2KPB*$*L;fc2-7$/-4- (4-75^-3-?nn7x^ 
v) (471mg) *mmWffl%T, N, N-^^*M75 K (10ml) 

3*, ifit:tb 1 Jif>7 5> (0.523ml) , 1- (t - 71*v*^*-^) 
5;>-4-*/mf>* (573mg) , (1H-1, 2, 3-^> , /b , J7V-A'-l-'f^ 

[f'J (y^WU) ] ^t7^n^^7x- b(1106m 

g)£flnx, 2.5HHi#t^o MJxf^TSf (0.523ml) , 1- ( t -^b*^*** 
r:*) fcT^ «J y > - 4 - * (573mg) , (1H-1, 2, 3 > / b 'J 7 V~ 

x- Kll06ng)SriIUDL, $ b Lfco KJS**H«^*fc*-rfl*ELfco 

a»*-f&»^»*3R^ b y u &*a«^ b *at 

m*;ft«^^:^**^=2 : l) mi »si:*;xfA/x-f*-A*t 
>*ta;LT»fi**rffl3-i*:fco *Mi*r*JRU »Aft*1-*£fcfcJ:9SElBft'&'» (644m 
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g, 72%) fr&6Mfc LXWZo 

>H-NMR Spectrum (CDCI3) 8 (ppm) : 1.46 (9H, s). 1.60-1.80 (2H, m). 1.80-2.00 (2H, 
m) 2.37 (IH, m). 2.60-2.90 (2H. in). 4.03 (2H. brs), 4.10-4.30 (2H, m), 6.56 (IH 
, dd, J-2.4. 5.6Hz), 6.79 (IH, d, J=8.8Hz), 6.85 (IH. dd, J=2.4, 8.8Hz), 7.04 (1 
H, d, J=2.4Hz), 7.76 (IH, m), 7.92 (IH, brs) ,8. 07 (IH, d, J=5.6Hz). 
[0 2 4 9] • 

Mff!)5 9 4- )3-^nn-4- [3- (2-7x->7W ^ 7^J>W_K] 7 
*Z±±1 - 2 - 1 r l - ( t-y^-/^»^) tf^'jy>- 4-^;H ft;i^- 

4 _ (4 _ 75y _3_ ? nB7i/#y) -2- |1- [ (t-^h**/*^*) 
^i j , > - > _4_^V] *;1/tK-;1/75 >M WJ> (447mg) i:ISi:t0.11M7xr 
;V7-fef-;M Vf-Ji-S'T*- b-7-fe b~ b (47ml) SriJDx., -l»*#L.fco * 

(M;SH^:^tv=i : 1) Ki»)*»u 

(527mg) *»*fe»*kLT»fco 
J H-NMR Spectrum (CDCh) 8 (ppm) : 1.46 (9H, s), 1.60-1.80 (2H, m), 1.80-2.00 (2H, 
m) 2.40 (IH, m), 2.60-2.90 (2H. m), 3.77 (2H, s), 4.00-4.30 (2H, m), 6.23 (IH, 
m), 7.04 (IH, m), 7.20-7.50 (6H, m), 7.87 (IH, ■), 8.07 (IH, brs). 8.13 (IH, m), 
8.38 (IH, d, J=8.8Hz). 8.61 (IH, brs), 12.45 (IH, s). 
[0 2 5 0] 

»jfiW6 0 4- (4-7?/-3-»PP7iA^y ) -2- (x-h **sa frtf-frT 

WO 02/3287 2 l:H^^nt2-75/-4- {4-7^-3-?nD7xM 
v) f'Jyy (235. 7mg) fcMimiSCT, tb?tKn7?> (10ml) * 
TkiS&^TK b ')if^7 5> (0.21ml) > ^DD^|xf* (0.143ml) fc«n r Lfc& 
, 9Hni^U:o jBUE**»»i^^4:<MPIW«**^ b 'J * 

= 1 • 1) KJ:l)««U4-.(4-75;-3-^na7x;^/) -2- (ewF 
*->#;v#^;V) 75/e-J-7> (190mg, 50%) fcfcfeflMK* k Utftfc. CIO 4- (4 
_ 7 , ; _ 3 _ ?n B 7l /^y) -2- (lf^xb*^*^-^) 75/^^-^ ( 
190mg) fcx*/-* (5ml) 1 NjkBMfc* b V •> A*»ifc (1.0ml) £MrS 

-9-v (1 : 2) fciraA-CttffifcflrtHS-Sfco *S B B a ££SKU il * - t £ * 0 *bB 

(I21mg, 79%) *^8StLT#r:o 
^-NMR Spectrum (CDCh) 8 (ppm) : 1.30- (3H. t, J=7.2Hz), 4.03 (2H, brs), 4.21 (2H, 
q J=7.2Hz). 6.50 (IH, dd, J=2.4, 5.6Hz), 6.79 (IH, d, J=8.8Hz), 6.86 (IH dd, 
J=2.4, 8.8Hz), 7.05 (IH, d. J=2.4Hz), 7.53 (IH, brs), 8.09 (IH, d. J=5.6Hz), 8.1 
8 (IH, brs). 

[0 2 5 1 ] -. 

I" Li— (4-7?;-3- »nn7x^y) 2 - 

WO 02/3287 2 KHjFS*Ufc2-7 3y-4- (4-7^-3-^ OD7x^ 
v) kf'Jv^ (236mg) t v^nynt>7? 5 3 CUICfc^ifefcJ: 0^§S 

ft** (146mg, 46%) ^^ife©*tLtf|/:o 

'H-NMR Spectrum (CDCh) 5 (ppm) : 0.40-0.60 (2H, m), 0.70-0.80 (2H. m), 2.71 (IH, 
m), 4.05 (2H, brs), 6.46 (IH, dd, J=2.4, 5.6Hz), 6.70-7.00 (4H, m). 7.03 (IH, d, 
jl2.4Hz), 7.20-7.25 (IH, m), 7.96 (IH, d. J=5.6Hz). 
[0 2 5 2] 
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KM6 2 1- U- (4-7^-3-^P7x^-/) bT 'J v > - 2 - 4 fr] - 
3- \2- (N. N-v'J-^7^) fr^7 

WO 02/3287 2 K|ffl^£*v*:2-75y-4- (4-7?;-3-^nn7xM 
-» kf'Jv> (236mg) t2- (N, N->W7$^) -*^;V7 5 yfrhWL&W 5 3 

uusiifc^fetcj: vmzit&ys (i54.7m gl 41%) zm&wwyot LXntzo 

'H-NMR Spectrum (CDCh) 8 (ppm) : 1.04 (6H, t, J=6.4Hz), 2.58 (4H, q, J=6.4Hz), 2. 
64 (2H, m), 3.42 (2H, m), 4.07 (2H, brs), 6.43 (1H, m), 6.70-7.25 (5H, m). 7.97 
(1H, d. J=5.6Hz), 9.33 (1H, brs). 
[0 2 5 3] 

®k&M6 3 4 - (4-7?;-3-^PP7iMy) - 2- [4 - (bfa'Jy^ -l 

WOO 2/3 2 8 7 2 KF^£fr£2 -7 5 /-4- (4-75/-3-?nn7xM 
-» kf 'J > (236mg) 4 - ( kf n 'J V > - 1 - J )V) ^'J^^H «*« 5 3 K i£ 

OSC-ft** (137.8mg, 33%) Itftfco 
'H-NMR Spectrum (CDCh) 8 (ppm) : 1.20-1.30 (2H, a). 1.40-1.60 (2H, m). 1.70-1.80 
(4H m). 1.90-2.00 (2H, m), 2.21 (1H. m), 2.50-2.70 (4H, m). 2.97 (2H, m), 4.01 
(2H brs) 6.47 (1H, dd, J=2.4. 5.6Hz), 6.78 (1H, d, J=8.8Hz), 6.85 (1H, dd, J=2 
.4,''8.8Hz), 7.04 (1H, d, J=2.4Hz). 7.57 (1H, d. J=2.4Hz), 8.00 (1H, d. J=8.8Hz). 
10 2 5 4] 

lMj6 4 4 -(4 - |3-»pp-4- T2- (4-7» tP7x>»^^0 
) T-fei^VT^ 7xM'>l e'jyv-2-^^^ J &^^) ^'J'^-l- :& 
W J /')y» TvK t^J?±±±*2Jk 

mmwm%T, 4- (4-7;y-3-^n7x^-» -2- u- l (t-7>* 

~/ij)\,7$=.lV) ^')y'V-4-^] *A.#-A<75V| kf')v> (196mg) fcN, N 
-^t***Ar5K (2ml) N- (4-7H07X-*) 7D -^ 

7->K (260mg) , h'Jxf^75> (0.184ml) , (1H-1, 2, 3-^>Vb')7 
i -4 [h'j (y^f^7^) ] ^f7^*n* 

^ 7i -K584mg)^50'CH.TiPx.-cmram^Lfco BD*«:aiit»9Lfcft, &Bfc 
1 N7kSMt7 b 'J?A*»«t*ELfco ^flWSrlSffl^St**^ ^ 'J 

»e>*L/'-5Sa£**> , J *^*7A^B7 l>^57-f - (Fuji Silysia NH. ?#ffi?£ ; 
t^|J||xf;i/=l:3-SiifiV) fciOflWLfc. B L'Cft&rt'fc 
«fc**Sifc***-fc£*0*Sfift# , » (234.1mg, 85.2%) «:l«»tU#/:. 
>H-NMR Spectrum (CDCh) 5 (ppm) : 1.39 (9H, s), 1.55-1.70 (2H, m), .1.75-1.85 (2H, 
m) 2.35-2.50 (1H, m), 2.60-2.75 (2H, m), 3.62 (2H. m), 4.07 (2H, m), 6.55 (1H. 
dd' J=2.4, 5.6 Hz), 6.85-6.98 (3H, a), 7.10 (1H. m). 7.43-7.52 (2H, m), 7.78 (1H 
, m), 8-05 (1H, d, J=5.6Hz), 8.23 (1H. d, J=8.8Hz), 9.18 (1H. brs), 9.67 (1H, s) 
, 9.92 (1H, s). 
10 2 5 5] 

»_-gP65 k!P'Jy^-l-^^H^ 7 -/F f 4 - ( 4 - 7 § J - 3 - 9 g 
UTjxJ^jA tf'Jy>-2->f *1 TjJl 

a#-#H*T, WO 02/3287 2 KR***ifc 2 -7 5 J - 4 - ( 4 - 7 f V ~ 3 ~ 
>DD 7x^y) kfVv^ (250mg) *£*£H*"r\ fh5tKD77> (5ml) fc» 
**»^«T» h'JiWr/ (0.185ml) , ?DD^fl87x^ (0.184 
ml) fcflSTLfcSL Iiai:-C2.5ll»Lt, RiB«C***ffraiT, 
y (0 074ml) , >noftfl|7x-* (0.073ml) fciiiJD L£f&. ^z&t::T40:55-fflm# 
L^o 'iOSfttlfn'J v> (0.530ml) Max.* -|fe*»Lfco tTn >)v> (0.530ml) £ 
ifiinU lBJPBWLfco *?,»cE(B««-46 , C»r#ilL-C35«-Wa^ 50*CK#i-i&$-£ 
2 SUSHI*** Lfco EJ£«L*r»»Jc.f->i'i:*-C«-EL*:^ ^SWftttWAtt*^** 

u 4s*«m7 b * LTto t T#«b it*:»a* -> y * r 7 a * ° 
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'H-NMR Spectrum (CDCh) 8 (ppm) : 1.80-2.30 (4H. m), 3.62 (2H, m), 3.84 (2H, m), 4 
.02 (2H, m), 6.14 (1H, m), 6.80 (1H, d, J=8.8Hz), 6.90 (1H, dd, J= 2.8. 8.8Hz), 
7.09 (1H, d, J=2.8Hz), 7.67 (1H. m), 8.04 (1H, m). 8.23 (1H, m). 
(0256] 

MffiJ6 6 1- T4- (4-7U-3-»nP7^M -» fc''Jy>-2-^] - 
3- (3 ^JEjMjU y- 4 --Y^-ZPtf;^) -7^7 

4 _ (4_ r; ;_3_^nn7x;*v) tf; W- 2 ->f ^75 > (750 mg, 3.18 m 
mol)*"r h7t K07 7V (30 mL) K?£«?U h'Jx^7 5> (0.444 mL, 4.77 mmol 
)£iPx£ 0 £ti£7jc<$U ^nn^7x-;v (0.399 mL, 4.77 mmol) £iSTU gift 
T-4B#^4 5frMWL?z 0 ^TH, h'Jif^7 5> (0.222 mL), ^dd«7x- 
* (0.200 mUfcilillU 4 0 75-^m#L7Co $^r^'JW7;> (0.111 mL), *n 
n^|7x^ (0.100 mL)£ Stint , 4 0^Wt7t o te^Sr iltlETKzIii^ 9a 
^KN N-yVf-M^ATU' (10 mL), 3- 'J > - 4 - ^ 7nt?;V7 

5> (2.32 mL, 15.9 mmol) £*nx., M 1 ? 2 M#tfc. RM^ftSif'l' (50 m 
L) t?k (20 mL)T*7>iaL-/io ^T«Wf tl&W^Bblc*^ b * ^im^Wfr U $=7*^ 

I^mif-^-egfe^t, M§£'Jt-f t »K LT^IS^^I (359 mg 

, 0.884 mmol, 27.8 %) &#£o 

^-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.59 (2H, m), 2.28 (2H, m), 2.32 (4H, m), 3.15 
(2H dd, J=6.4, 6.4 Hz), 3.56 (4H, t, J=4.4 Hz), 5.36-5.39 (2H, m), 6.47 (1H, d 

d, J=2.4, 5.6 Hz), 6.82-6.89 (3H, m), 7.08 (1H, d, J=2.4 Hz), 8.02 (1H, d, J=5.6 
Hz), 8.11 (1H, brs). 9.06 (1H, s). 

ESI-MS (m/z) : 406 [M+H] + . 

[0257] . ■ _ 

«E!l6 7 1- T4 - (4-7^-3-^n7x;^-» K V*J>-2-4 fr\ ~ 

3 — r 3 — ( 1 -^^;Vbf^7V>- 4 -4 -fu\£)^ -7V7 

4 _ ( 4 _ 75 ;_3_^un7x/^y) fcf'J VV-. 2 ^7 5 > (750 mg, 3.18 m 
moOfcx h7t KU77> (30 mL) fc»#U b')xf^75> (0.444 mL, 4.77 mmol 
)*Snx.7c 0 dtt^7K?pL, ;nn?|7x-^ (0.399 mL, 4.77 mmol) £}ffi~FL, MS 
-C4M4 573-»L7t:o h'Jif^7r/ (0. 222 mL) , * o n «7 x (0.200 m 
L)*»flQU 4 OS-HUB* Lfco (0.111 mL), ^d«7x 

(0 100 mUfciiiJDU M"C4 O^BflWlfc. RiS***ffiTfc«»lfe. 
N H-^f^ATU (10 mL), 3- (l-^f ^^77^-4-^^) 7* 
e';VT5> (2.32 mL, 15.9 mmol) **Px., »e 2 WFM«#L.fco RJBffitft*^^^ 
(50 mL) tTK (20 BL)^ELfc. #«**ft*D&Bfcfc*-*- b U * A**«-Ctt*U «K 
TK^mf- b ') 7 A T?flgjft L /Co »«t«* Lt#t tlfcSit ti/'J*m7A^n7h/' 
7 7 >f- (FUJI silysia NH, &Wt^T * : ^ *^~^ = 1 0 : 1 ~ 2 0 : 3 
)HJ:6«flLfc. fflffi«fr£jt*SU iliy'J*W7A?D7l-^7^ (FUJ 
I silysia NH, : 1 : 1 -ftm^^-fta^** : > * ' 

1 0 : 1~2 0 : 3)T?»»U LT*Cfb** (691 mg, 1.65 mmol, 51.9 % 

) £#fco 

^-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.57 (2H, m), 2.13 (3H, s), 2.24-2.45 (10H, m) 
3.13 (2H, m), 5.38 (2H, m), 6.47 (1H. dd, J=2.4, 6.0 Hz), 6.82-6.91 (3H, m), 7 
.08 (1H. d, J=2.4 Hz). 8.01 (1H, d. J=6.0 Hz), 8.11 (1H, d, J=6.0 Hz), 9.04 (1H. 
s). 

[0 2 5 8] , ^ . 

M-W68 ^'Jy-^-l-^M^i [4 - (4-7^-3 -»PP7xy^ry 
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4 _ (4-75;-3-?nn7iMv') tT U v >- 2 - 4 ^7 5 > (750 mg, 3.18 m 
mol)*th7tKD77> (30 mL) fc»#U HJx*-Jl/7 5> (0.444 mL, 4.77 mmol 
)*Jpifc, ttifr**U ?nn^7x^;v (0.399 mL, 4.77 mmol) SriSTL, M?S 
•C3. 5B#BI*#L.fco **Tfc b 'jx^/WTS > (0.444 mL), ?nn^|7i^ (0 
.399 mL)^diint-Cl 5 53-W«#L.fco N, N-*^f***A7? K (6.0 mL), 
ijyy (1.5 mL) £flDx., gat5. 5B#H!«#Lfco RJ6ffc**ETfcaMtU N, N 
-i;^W*A75 K (4.0 mL), M^) 9 J> (1.0 mL) £iPx., ^iftT 3 6 B#P^m# 

mttiffc ; : i : i~i : 2-B*xf*~fttxffl':^^-* 

= 10 : 1) t?»»Lfc, g^tiM^*^iatL.-C# ( 3^@^*^xf-;Vi-x;V'^^fS 
Lfc 0 H#*%JRU a*tf£ift-r*c:fcfcJ: 0 , r&$lr&@#fc LT*ttffrfr» (462 mg, 
1.33 mmol, 41.9 ») *#fco 

l H-NI4R Spectrum (DMSO-de ) d (ppm) : 1.44 (4H, m), 1.54 (2H, m), 3.38 (4H, m), 5.37 
(2H, s), 6.49 (1H, dd, J=2.2, 5.6 Hz), 6.86-6.89 (2H, m). 7.07 (1H, d, J=2.0 Hz 
), 7.31 (1H, d, J=2.2Hz). 8.06 (1H, d, J=5.6Hz), 9.05 (1H, s). 
ESI-MS (m/z): 347 [M+H]\ 
[0 2 5 9] 

«ifrPI6 9 TMTVy- 1 ^XJdLZM f4- (4-7?7- 3-»PP7^^'> 
) bT U y V - 2 - 4 /H 7 ^ K 

4 _ ( 4 _ 7 5;-3_^dd7i^^.) b°'J v>-2-^^75 > (750 mg, 3.18 m 
nol)*rb5tKn77> (30 mL) K«F»"U h'JW7?> (0.444 mL, 4.77 mmol 
)*tiax.tto CiiiMl, 7Dnff7x-;v (0.399 ml, 4.77 mmol) £i&TL, M 
T5^P5m#L7^o *»TC b y if/l'T? > (0.222 mL), ^na^t7x = «/ (0.200 

■L)*illDLT4 0«-««fl!Lfc. S5,Khyxf*75> (0.111 mL), ?an#7 
x^* (0.100 mL)£ilinLT3 OfrffimWLtzo RJSifcfcfcEETfcilffi U »a£KN. 
N-y>fMJVA7S'K (10 mL), T-tff-^VttM (1.49 g, 15.9 mmol) , h'Jx 
■?-;V75> (2 66 mL, 19.1 mmol) fcJniU Ifit 3 Lfco Kf&ifcfcftBfcxf-^ 

(50 mL) tTlc (20 mL), S ?> fcl&ft&K**?- b U * A*»»«rUllx.t:fl-ELfco *«» 

x^- *9;-)v=2 o : i~i o : i) -emmhtzo i 

jfci: L-CfEE-ffrfrHJ (492 mg, 1.54 mmol, 48.5%) SrWfco 

^-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.12 (2H, m). 3.93 (4H. t, J=7.8 Hz). 5.37 (2H 
, m), 6.50 (1H, dd, J=2.4, 5.8 Hz), 6.83-6.89 (2H, m), 7.07 (1H, d. J=2.4 Hz), 7 
.42 (1H. d, J=2.4Hz), 8.05 (1H, d, J=5.8 Hz), 8.99 (1H, s). 
ESI-MS (m/z): 318 [M+H]\ 
10 2 6 0] 

»ifrW)7 0 1- T4- (4-7^-3-»PP7x;»-» tf'J y>- 2->f >U] - 
3- (3--7xf)l'7^7Pfc:» -7 L-T 

4 _ (4-7;;-3-^on7x^y) fcf'J V >- 2 - 4 )VT 5 > (750 mg, 3.18 m 
moDtf h7tKD7 7> (30 mL) K?#8?L, h'Jxf>7^ (0.444 mL, 4.77 mmol 
)«riPx.fco £*l**?*U ?no?|7x^ (0.399 mL. 4.77 mmol) £i8TL, SiS 
• T?5P#H«#L/c 0 h'Jif^7^ (0.222 mL), ?nnfl|7x;* (0. 200 mL) £il 
iDLT4 0»B8*PLfc. $<blCh'Ji^;W7$ > (0.111 mL), ?nofl|7s-* (0 
.100 mL)£iI}j[]LT3 OftfflmWLlz,, R^tt4:«ffiT*-«»b, SlfifcN, N->Vf 
WW7U' (10 mL), 3- (vif*7^) "7"otf^T5> (2.49 mL, 15.9 mmol 
)£iJDx., MT3WflW«i¥bfco SlStK^if^ (50 mL)**. (20 mL), $ <b fct& 

ffifE#2 005-3028512 
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^-v*: 77/ 



LTgEfB'fb^* (645 mg, 1.65 mmol, 51.8 %) *t#fco 
'H-NMR Spectrum (DMSO-de ) S (ppm) : 0.93 (6H, t, J=7.2 Hz), 1.53 (2H, m), 2.38 (2H 
, t, J=7.2 Hz), 2.43 (4H, q, J=7.2 Hz). 3.14 (2H, m), 5.39 (2H, s), 6.47 (1H, dd 
, J =2. 2, 6.0 Hz), 6.80 (1H, d, J=2.2 Hz), 6.84-6.89 (2H, m), 7.08 (1H. d, J=2.2 
Hz), 8.00 (1H, d, J=6.0Hz), 8.19 (1H, brs), 9.07 (1H, s). 
[0 2 6 1 ] 

»ff!)7 1 4- (3->f»-4--bP7xM'» ^'Jyy-2--f;V7^ 

[0 2 6 2] . 

2' — 7§J — 4-{ruu\£i)i?> (2.50 g, 19.4 mmol) ©N-^f*^ o'J K> (20 mL) 
3->f^-4--hn7x;-^ (5.94 g, 38.8 mmol) , ->MV7"nt>x 
f^7 5> (13.5 mL, 77.5 mmol) £#Q;L, fit*#H«T150tT?tB#Pbfc. 

150 ml) - 1 N jjcBMt:*- b 'J •> ^7K*» (50ml)T"^@EL^o (50 ml) 

, »feH'»fcL-C*IB'fb'&«» (1-64 g, 34.4 %) 

'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 2.54 (3H. s), 5.98 (1H, d, J=2.4Hz), 6.07 (2H 
, brs), 6.23 (1H, dd, J=2.4, 5.6 Hz). 7.14 (1H. dd. J=2.4. 8.8 Hz). 7.25 (1H, d, 
J=2.4 Hz). 7.89 (1H, d, J=5.6 Hz), 8.10 (1H, d, J=8.8 Hz). 
ESI-MS (m/z) : 246 [M+H] + . 
[0 2 6 3 ] 

»jf fll] 7 2 ^jVjjU >-4-iJ)\<X>B f4 - (4- 7^-3-^f^7j:/^^ 
) eu ->'>- 2 7 5~K . 

M^#H^T> 4- (3-^f*-4--hn7xM-» \£V*jy-2 -4 *7 * ^(5 
53 mg, 2.26»l)OTb5KKn75> (20 mL) Y 'J xf*7 5 > (0.471 mL, 

3 38 mmmol) *tHJx.fco £*l**#U ?BD«7* = * (0.424 mL, 3.38 mmol) £ 
flnx., 2 0^U, RId**«ETK«»«, MCN, N-vVf;H^A75 
K (8 0 mL), > (0.786 mL. 9.02 mmol) fcflPx., M"? 1 H$W*#L;fco R 

jC«[*ftK^^^(60 mL)i:7jc(60 mpTfl-ELfco U «7M5ic 

BW-h'J*AT*H*lfe, JKTPIIU. J***^;-* (20 mUfcfctfU mj$?tk 
& (505 mg. 9.04 mmol), mt7 J* (967 mg, 18.1 mmol), * (5 mL) fciJUx, 

m (283 mg.- 38.1 %) fc^fco 

'H-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.05 (3H, s), 3.39 (4H. m), 3.55 (4H. m). 4.85 
(2H. m). 6.48 (1H, dd, J=2.4, 5.6 Hz), 6.63-6.70 (2H. m), 6.73 (1H, s), 7.29 (1 
H, d. J=2.4Hz). 8.04 (1H. d. J=5.6 Hz), 9.13 (1H, s). 

[0 2 6 4] )Jt , 

wk&mi 3 fern uw-i u - ( 4 -t^ y- 3 -^f-zu^/^y 
) b'ijy>-2-^;H K 

a^#H^T, 4- (3->f*-4-xbD7x/*V) tfU v>-2 V (5 
53 mg, 2.26 mmoDOf b 7t KD75> (20 mL) SilCh'Jif *7 5> (0.471 mL, 
3.38 mmmol) fciWilfco i*t«r*»U ?nnf|7x;A (0.424 mL. 3.38 nnol) * 
tax.. 2 0#m*#Lfc. EJfc***ETfcW»U ?ISKN., N-'^f***A7< 
K (8 0 mL), kTo (0.753 mL. 9.02 mmol) 5ri)Px., £*T 1 0frmffiWLtz 9 R 

BWLZmk^fi'W mL)i:7K(60 ml)-C#RLfc. MtJc^ 

miiE# 2005-3028512 
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78/ 



ith^Af^t, *ETt*MlLfc. (20nL)K*#U *^ 

ft (505 mg, 9.04 mmolK iS-ftT ^ (967 mg, 18.1 mmolK Tfc (5 mL) Srflnx., 

fc 0 5*a*->'; b^77-f - (^W^ ; ^4r-9->/ft»^f-A'-l/l~ 

ft9if-^*»xfjt/> * /-;v=io/D niottau *u>zs&&-%.t vxmz 

it&m (277 mg, 39.2 %) Srftfco 

X H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.80 (4H, m). 2.05 (3H, s), 3.30 (4H, m). 4.85 
(2H, m). 6.46 (1H, dd, J-2.0. 5.6 Hz), 6.63-6.70 (2H, m). 6.73 (1H, d. J=2.4 Hz 
), 7.39 (1H, d, J=2.0Hz), 8.02 (1H. d, J=5.6Hz), 8.54 (1H. s). 
[0 2 6 5] 

|M7J 4- (4-7^-3->f^7x;»'» \ZV *J>- 2 - 4 frT W 
4 _ ( 3 _^^-4--^n7x/*^) e'jy>-Z-^*T5> (1.64 g, 6.69 m 
mol) <r>*9J-fr (75 mL) «C1 0%/<7V')^l (300 mg) SriJDx., 
T> liStl 4. 5tBaffLfc. Lfcffc, fcwtfcttETfcfcHLfco 

f;p~ifif^ : > */-;v= 20: 1-10: 1) L.-tgusBlfc 

(765 mg,' 53.1%) fcfffco . 
J H-NMR Spectrum (CDCh) 5 (ppm) : 2.14 (3H, s). 3.45 (2H. brs), 4.47 (2H, brs), 5. 
87 (1H, d, J=2.0Hz), 6.23 (1H, dd, J=2.0, 6.0 Hz), 6.65 (1H, d, J=8.4Hz), 6.74 
(1H, dd. J=2.8, 8.4 Hz), 6.77 (1H, d, J=2.8 Hz), 7.85 (1H, d, J=6.0 Hz), 
[0 2 6 6] 

MM7 5 N— f4- (2-T57 fcT'J v>-4--f )±* *±2 -2-^Wx^» 
1 -N' - (4-7J^n7x^->) VPtU' 

4 _ ( 4 _ 7 ;;_3_^f^7xMy) k?U 2 - 4 JUT 5 > (765 mg, 3.55 m 

mol) <ON, N-^f***A75 K (15.0 mL) fcifcfc, N- (4-7^n7x-JV 
).7D^7^ TvK (770 mg, 3.91 mmol K h 'J if*7 5 > (0.544 mL, 3.91 mmol) 

7JVto'*^7x- h (1.73 g, 3.91 mmol) £SP/U gMtl 3B*W«#Lfco R&ifc 
^gfifjl/ (200ml) ht&ta&k&fc%t h V (80ml) -C^ELfco *7jc, 

ft»***-C«i* U IffiTlcM^ HJ * A Vim Ltzo LT# 5, *tfc«at* *✓ U 

*yW7A^7^77^- (fti?xf-Jl/~ft|ixf^/^ 9 J -A" 20/1-10/1) 
IZftttZo aiSi}:i^/-^(0.5inl)> 5?jr.^-;l/i--r;l'(10ml)«:lrax. _ CjlS$^^ 

fe»*fcLT«»ft'ft'* (805 mg, 57.5%) . ' 

^-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.25 (3H, s), 3.52 (2H, s), 5.81 (1H, d, J=2.0 
Hz), 5.94 (2H, s). 6.14 (1H, dd, J-2.0, 6.0 Hz), 6.94 (1H, dd, J=2.0, 8.8 Hz), 
7 02 (1H. d, J=2.0 Hz), 7.17 (2H, dd. J=9.0, 9.0 Hz), 7.54 (1H, d. J=8.8 Hz), 7. 
63 (2H, dd, J=5.0, 9.0 Hz), 7.79 (1H. d, J=6.0 Hz), 9.62 (1H, s), 10.26 (1H, s). 
ESI -MS (m/z): 395 [M+H]\ 
[ 0 2 6 7 ] 

Mffll7 6 4 - [4--l>P-3-HJ7JVtP^^7x;#y) tf 'J 2 - 4 

2-757-4-^ODt: , ')y> (2. 0 g, 15. 6 mmol) ON - f-lUfn 'j K > (16 mL) 
jgifct-., 5-l:Kn + y-2--hn^y > /F'J7^ , J K (4.85 g, 23.4 mmol), 
V7u\>)V3-?-)VT*.y (8.15 mL, 46.8 mmol) 4rin£> g^#B^TF150t;T- 6 2 BfFfH 
ijp»tt#L^o Mia*-C'^ipm, teWOvM7 7De;nf^7 5 vfcfcETfctt* 
LAo JSaEiftHlJ-^^ :f f7tKo77>=l : 1 (300 ml) t 1 NTjtmifc^ b U f 
AtXt#^ (100ml) T&SU. #M*lN*fMb*HJ IMP«*-C«* 

tiiSE!j#2 005-3028512 
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y_ ;u= 20/1) X-mWLLtzo WfeWfaZZhKi/Vijrfrh&Wi Silysia NH)K#L 

@«*>J&U - C i >9 > n&®&£ LXmf&it&® (760 mg, 16.3%) 

'H-NMR Spectrum (DMSO-ds ) d (ppm) : 6.05 (1H, s). 6.15 (2H, s), 6.30 (1H. m), 7.61 
(1H, d, J=9.2 Hz), 7.77 (1H, s), 7.93 (1H. m), 8.26 (1H. d F J=9.2 Hz). 
[0 2 6 8] 

»ifrg|7 7 4- (4-7^-3-h'J7J^P^^7x^-» fcTv)y>-2--f 

4- (4_-i,n-3-h'J7;i'>n^f^7i^-» £«J 5»- 2 -4 fl'TS * (40 

0 mg, 1.34 mmol) o>*9J.-* (20 mL) 10%^7->'7^l (146 mg) £}jn 

mt LT^fe-fb^* (201 mg, 55.4 X) 4r»fc„ 

l H-NMR Spectrum (CDC Is) * (ppm) : 4.27 (2H, brs), 4.56 (2H, brs), 5.85 (1H, d. J=2 
.4 Hz), 6.19 (1H, m), 6.74 (1H, d, J=8.6 Hz), 6.99 (1H, dd, J=2.4, 8.6 Hz), 7.13 
(1H, d. J=2.4Hz), 7.85 (1H, d, J=6.0Hz). 
10 2 6 9] 

M7 8 N- \4- (2 - 7; ^'J y V-4 - ^ JVt^-» - 2 - b 'J 7)^D> 
?-;V7x~;H -N' - (4-7Kd7x>jH ^nt^ K 

4 _ ( 4_ 7 ^_3_pj7^tn^f;l'7x;+y) \£ U v > - 2 - •< /U7 5 > (20 

1 mg, 0.747 mmol) ON, N-^f^AT? K (2.0 mL) N— (4-7* 
pj-n7x-;v) 7nx^ 7vK (221 mg, 1.12 mmol), h 'Jxf )l/7$ > (0.156 mL 

1.12 mmol), ^> , /t- , J7/-;V-l-^^*->>^ (^f^7 5/ ) 
'^A /\^t7«/tn^7x-h (496 mg, 1.12 mmol) £3jnx., fES"^ 5 B#PbJ$I# L 
tco RJ&ifcfcftBtz-f-A' (100.nL)t* (50 nL)T?$HBLfco Srffiffl&tt**?- b 

:^y-*=io:i) CiOifU ttfeiiMftfcfc LTMBMb-e* (335 mg, 17.6% 

) 

^-NMR Spectrum (CDCb) 5 (ppm) : 3.58 (2H, s), 4.71 (2H, brs), 5.95 (1H, d, J=2.0 
Hz), 6.28 (1H. dd, J=2.0, 6.0 Hz), 7.01-7.04 (2H, m), 7.25 (1H. dd, J=2.8, 8.4 
Hz), 7.36 (1H, d, J=2.8Hz), 7.50-7.54 (2H, m). 7.93 (1H, d, J=6.0 Hz), 8.22 (1H 
, d. J=8.4 Hz), 9.27 (1H, s), 9.68 (1H, s). 
[0 2 7 01 

m&M 7 9 1 - ^>y;Vt^y-3-^ h ^rv- 4 -=■ b P ^>^f > 
3-7;Vtn-4--hn7x/-)V (15.71g) *N, N-y^f^^^75 K (150m 
1) 60"C^T^Bt*y (16.59g) , ^'/-»7n5 K (14.27ml) SrflDx. 

35 09g) (200ml) Jt**y*A (27.64g) tDDX-T 1 K>WIJn 

igl:i ; if;Vl _ t , l/ (200ml) *JPx.T«ffL7to «fffl LfciBS £ *H5l U m%ffl& 

-tzzt\z£*), mn j &m£k£vxmmt&®) (21.10g. 8i%) 

^-NMR Spectrum (CDCb) 5 (ppm): 3.93 (3H, s), 5.14 (2H, s). 6.56-6.62 (2H. m), 7 
.30-7.50 (5H. m), 8.00 (1H, d, J=9.2Hz). 
[0 2 7 1] 

WL&MSO 4-7^-3-^^y7x/-)l/ 

1 _^^^t + y-3-n + y-4--bO'<>^> (11. Qg) *f h?tKn77 

mtE# 2005-3028512 
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> (100ml) -*9S-)V (100ml) U«S»$*^ M»«TC10%^9y->Aj(t* 
(5.0b) fciniU *rt***fitftLT-lft«»Lfc 0 #F*3*rSS**&L*:fc, ftMfc**« 

«k*£*t-4ik»cJ:«J, fcfettsfefcLTaURfll'MB (5.88g, 5eS6*)) 
J H-NMR Spectrum (CDC Is) 8 (ppm) : 3.82 (3H, s), 6.27 (1H, dd, J=2.4. 8.0Hz). 6.41 
(1H, d, J=2.4Hz), 6.59 (1H. d, J=8.0Hz). 
[0 2 7 2] 

gjjgfl 81 2-757-4- (4-75>'-3-^» > >7x^.'» e 'J > 
4 _ 7S ;_3_^3 f y 7l ;-jV (5.88g) f-^/U**^ K (80ml) 

Tt=#i»**v**»aTfc60%**'fI:^KV , >A (1.6g) *ffe*Htq*.fco 20#WI«# 
2-75 7-4-*nnfc?>; v> (2.57g) Z tin X.X 160V KX 8 B*W!R*PLfco JRfS 

7f/77^- (»tti«t ; WK-^^^-ftK^^ *• **7-;u=9 : i) c^llt 
fc o B fiMfeH ^ * ftlfit t t# <b jLfcjMlE 'J 3-* - t Z in x. xmik ffl $ * „ 

£S £ *1R U lM»t * - K J: *> *Bft** (1. 56g, 34%) *:0ttt6ttA tttll 

^-NMR Spectrum (CDCh) 5 (ppm) : 3,77 (2H, br). 3.83 (3H, s), 4.34 (2H, br), 5.91 
(1H, d. J=2.0Hz), 6.28 (1H, dd, J=2.0, 5.6Hz), 6.52-6.56 (2H, m), 6.70 (1H. dd, 
J=0.4, 8.0Hz), 7.90 (1H, d, J=5.6Hz). 
[0 2 7 3 ] 

«Hftgj8 2 2-757-4- l3-7b*->-4- [3j= (2-7x^7W) * 

g^#ffi^T> 2-7x^JV7W ^n'JK (0.198ml) ?:7-th-b'J> (10ml) 

60TCfcTf-*5'7>R* , J*A (292mg) fcflDx.N RI»T3.-5l$W*#Lfco 
^t^lSK-m 2-757-4- I? 
(231. 3mg) SrjtJOx.. S<bK2«m#t7t 0 Rj£**»«^* 

A -Cfc* t tZo L.tff e, *lfc»«E ^'j*W7A^7f/77^ 

(vtffift ; TO^^^-St^^^ : 7 * 7 -*'= 9 : D i~£ *)ife$i?2>z£fc£ »m 

IB-fb^W (158mg, 39%) ^iW*tU#/:„ 

'H-NMR Spectrum (CDCh) S (ppm) : 3.71 (3H. s), 3.77 (2H, s), 5.13 (2H, br), 5.86 
(1H, d. J=2.4Hz), 6.25 (1H, dd, J-2.4. 6.0Hz), 6.54 (1H, d, J=2.4Hz), 6.67 (1H, 
dd, J=2.4, 8.8Hz). 7.30-7.45 (6H, m). 7.70 (1H, brs), 7.82 (1H, d, J=6.0Hz). 8.3 
5 (1H, d, J=8.8Hz). 
10 2 7 4] 

|ga83 ^>v;V N- (4-7^7x^;V ) ^jWNV-h 

M3fe#B^vT, 1. 4 -v7 5 7^>-fe*:/ (l.081g) tth?tKn79> (50ml) Ci 
^T»c»#$*, ^McfS^iPTK h>Jif;l/7^ (2.01ml) , ?nn^>y* (1. 
71ml) tITL, «*i:|ai-CWLfc. 7 B$|H)& JUSifcfcl&ai&l***?- b 'J * A 

V * A L fc o »«t * *ES* L T# & ti/'J*W?A^7^ 7 7 
>r- («tt$ ; ^*->r> : ftfif-^= l : D K-fcOttlSbfco iff>M3-£it*i LT 

Hi 0 SfE'fk'frW (1.093g. 45%) *»*fe»*fcLT»fc 0 

'H-NMR Spectrum (CDCh) 5 (ppm) : 3.56 (2H. brs), 5.18 (2H, s), 6.45 (1H, brs), 6. 
60-6.70 (2H, m). 7.10-7.20 (2H, m), 7.30-7.50 (5H, m). 

[0 2 7 5] • 
«j&W8 4 N- T4- (6-757 fcfi; 5-^-4-^757) jx -j; 

1 #;W<7- - b 

miE# 2 0 0 5 - 3 0 2 8 5 1 2 
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6 _ 7; ;_4_ ?D D^'j;y> (259mg) *2-if^->^^-^ (10ml) 

*>5?/l/ N — (4-75^7*-*) */W<>-h (533mg) , (2ml) 

* b 'J *A***rc4MELfco U *ft*«Efi&-*- b 'J ^« 

jxf* : * ^y-;i^=95 : 5) C^liLfco BW«H«-*»«LT$|f>^fc»«S^ 

*), mS&lt&m (313. lag. 47%) ^IL6fe^ a B H i:Lt#/:o 

l H-NMR Spectrum (CDCla) 8 (ppm) : 4.59 (2H, brs), 5.22 (2H, s). 5.72 (1H, m). 6.53 

(1H. brs), 6.69 (1H, brs). 7.20 (2H. d. J=8.8Hz), 7.30-7.50 (7H. m). 8.20 (1H, 
s). 

[0 2 7 6] " 

1MJ_5 ^>y> N— 14- r-6- (gp''jy>- l ->f frft/HK-fr) 7 5 / fc: 
U 3 y>-4 -4 ^7 3 "7 s.=-M ft;W^-b 

^t>v;i/ N— [4- (6-757fi , V5y>-4-^V75y) 7i-^] 
b (313mg) tSlfi^T> ff7tKn77^ (10ml) **i&#4PTfc 
H)xf;VT^ (0.78ml) , ^nB^xi* (0.35ml) *iTLfct, 
^BSjfLfc, ioKJ6*lctfay y> (1.0ml) tN, N-y^fWW75K (2ml 
) *ira*."C, afiT3 6lc-Hft*#L*:o RMfcl^^^Tk^KL^o *aw* 

• 5) Hit) flHM" * iiCiO; mi^m (210mg, 52%) ^fMtHtffCo 
J H-NMR Spectrum (CDCh) 5 (ppm) : 1.90-2.00 (4H, m), 3.40-3.50 (4H, m). 5.20 (2H. 
s). 6.73 (1H, brs). 6.75 (1H, brs). 6.95 (1H. brs). 7.28-7.47 (10H, m). 8.28 (1H 
. d, J=1.2Hz). 

[0 2 7 7] , , , 

W&mS 6 4-(4-7^7x-JV7^) - 6 - f ( tfP 'J 1 - 4 * * 

N- |4- [6- (tfD'J V>- 1-4** 75^K'J5y>-4 
--fjVT^y] 7x^;H *)W**-Y (210mg) £x b 9 Kn 7 9 > (5ml) 
-;u (5ml) M^#H^T^10%/ < ?7^^A^ (200mg) *Jn£, *l*3 

^TifefifclfrtHS^fco ****1RU MtnuM:^, MBffrfr* (103mg, 7 
1%) ^fiMaULTHf:. 

>H-NMR Spectrum (CDC b) 5 (ppm) : 1.90-2.00 (4H. m), 3.30-3.50 (4H. m), 3.64 (2H, 
brs), 6.55 (1H. brs), 6.68-6.71 (2H. m), 6.90 (1H, brs), 7.10 (2H. d. J=8.4Hz). 
7.33 (1H. s), 8.24 (1H, s). 

[0 2 7 8] x , . 

m&M8 7 N— T4- (2-7Ue'Jy^ -4-^V7^) 

2 -y = j - 4 na fc* 'j i?> (257mg) t2-xhti/x^;-* (10ml) tc»»$ 
■£ ^>->*;u N— (4-7U7x-)V) #;w*>-b (533mg) , IfU'S^^ Kn 
>nU K (462mg) **Dx.T120TC^T-Bfe^ Lfc„ RJS.**Sa* W*P^ ft*** 

4- (Fuji Silysia NH, IB**-*"*'-****-*' : * > ~ *= 9 5 : 5) fci 

>yfm^-^7to «f**%JRu a^^-r*-kicj:i9, mmt^m (321. 5mg. 48%) 

ffitiE# 2005-3028512 



#H 2004-054451 



^-v: 82/ 



! H-NMR Spectrum (CDCls) d (ppm) : 4.28 (2H, brs), 5.21 (2H. s), 5.76 (1H, s), 5.95 
(1H, m). 6.17 (1H, dd, J-2.0, 6.0Hz), 6.66 (1H, brs), 7.12 (2H, d, J=8.8Hz), 7. 
30-7.45 (7H, m), 7.79 (1H, d, J=6.0Hz). 
[0 2 7 9] 

m%M8 8 4- (4-7^7x-;V7^) -2- [ (bfn 'J v > - 1 - W fr) £Jk 

^>v;U N- [4- (2-7^f';-/>-4-^l'7^) #;W<p<-h 
(321mg) £MfHOT^T, xhvtKD77> (10ml) **S^.TKb 
iji^;UT5> (0.803ml) , ^□^7x-A' (0.36ml) t»TUfc«, MKT 1 
NfWm^L^o i<7)Ee*:enyy> (0.8ml) fcN, N-y7W^7 5K (2ml 

(950mg) J^Wmyt' (5.0ml) fc»#SH§\ 5N*Rftt b 'i f ( 

i.omi) tinx.-cioot;tct:30fl-lBia»Lfco RJi5**M*t?^*Plfe. »S*f^t*-e 

S*Lfc&* 3SSti"j5liW5AJ'D7h* r 57'f- (Fuji Silysia NH> ifrfflfiK I 

^xf;v~^Sif^ : > *^-;v=95 : 5) >jsfi$SH-s z. t\zi 0, mzit&W 

(116mg, 41%) fc&StfelSAi: LtUfc. 
*H-NMR Spectrum (CDCh) 5 (ppm) : 1.90-2.00 (4H, m), 3.40-3.50 (4H, m), 3.64 (2H, 
brs), 5.82 (1H, brs), 6.31 (1H, m), 6.65-6.75 (2H, m), 6.90 (1H, brs), 6.99-7.03 

(2H, m), 7.53 (1H, d, J=2.4Hz). 7.80 (1H, d, J=6.0Hz). 
[0 2 8 01 

||||8j 6- (2-7^tn-4-^hP7x;tV) ¥2) ^ v>- 4 - 4 )VT X > 
2-7Hn-4--hn7x;-^ (1.736g) t'^W^'/K (10ml) K»# 

b >; 9 * (4oomg) *Uflx2o^iw*#bfco -e-^a, 

nnk?'J3v>V (648mg) £Jn;LT100t:K-r45#ram#L£o KJe**120TCi TUPffiLl 

Rjs*t=. 1 NTKBft-fb^ b u (10ml) *irax.*#u ftHlif->-ei4ttiLfco >Pr 

iCyxf^x-r;!' (7ml) (3.5ml) fcJDX-M $-££o Bflcfc^fcU il 

XMM-r*ZtKX O^fB^b^ (201mg, 16.0%) LTfffco 
'H-NMR Spectrum (DMSO-de ) 5 (ppm) : 6.02 (1H, m), 7.06 (2H, brs), 7.60 (1H, dd, J= 
8.0, 8.8Hz), 8.04 (1H, m). 8.10-8.19 (1H, m), 8.30 (1H, dd, J=2, 10Hz). 
[0 2 8 1 J 

MiS®190 (fD'JyV-l-Amy 1 )-^ 7->F [ 6 - ( 2 - 7))/*u- 4 -- 

fn7xM'» e'j?-y^-4->fjH7?K 

4 _ T =y-6- (2-7Hn-4--l-07x;*y) tf'J5v> (lOOmg) SrS^ 
#1^T, rh7tKn7?> (3ml) f>jxf*7?v (0.112ml) , *n 

D^|7xi* (0.100ml) t«TLfc«, LSBtWa^L^o SiSffitK fcfn U V> (0.31 

3mi) =^^n^. 30fl-wt»^L^o KB&*&m^*)i't&m&ttT>*=-*7A*.mm-cfr 

EL/:, ^^^l&ffi^-fbT^^-^ATjcit^ ^A**T?JOUfcft»U «S*«E» 

77^- (Fuji Silysia NH, jgffiifc ; ^*^> : ^WL^^=2\l) CiD»»U.iS 
It«IUff»ii^:^I^Wif^!: 1 N*»-fb^ b V "7 A*»«Tfl-RLrt:o 

U *E«»t4tfci:J:»)lEEffc^» (96.6mg, 69.5%) fcjtfeEH** LTf§fco 
^-NMR Spectrum (CDCh) 8 (ppm) : 2.02 (4H, m), 3.51 (4H, m), 7.22 (1H, m), 7.41 ( 
1H, a). 7.81 (1H, d, J=1.2Hz), 8.07-8.15 (2H, m), 8.32 (1H, m). 
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[0 2 8 2] 

Kjfeffil9 1 ep'jy>-l-»^^->'Jy» T->K r 6 - (4-73^-2-7^ 
tn7x;jry) l^'JSy>-4->f»1 TjJK 

tfny yy- l -* 7vK [6- (2-7iVtn-4--Fn7x^ 

-» V? U 5 4 -4 7 3 K (6l0mg) Ki^-A' (15ml) -jfc (3ml) fcAnx-T 

»#3*fcfk"*JlMfcB' (610ms) > tt'ffc7> j e-*A (1.20g) fcjDfcTSMfrlHHra&aa 
Life. KJS«*a»*-e*«U^ ftKxf^-t^l:Kn77> (1:1) «r*p£tm# 

HtlESWltU &biXt&ML**s x ) iiffrli 7 A? n-7 h 7=7 7 -f - (Fuj i Silysia NH, 
^tHfR ; ^^r-9-> : ^xf-;v=i:i~i:5) fciOSHiLfco aW^W^^ScEEiSSS U 
*E«»-f«£fcfcJ: 0, «E-ft** (495mg, 88.6%) «:iffelf ttTffc, 
1 H-NMR Spectrum (CDCb) 5 (ppm) : 1.99 (4H, m), 3.48 (4H, m), 3.74 (2H, m), 6.43 ( 
1H, m). 6.44-6.53 (1H, m), 6.94 (1H. m). 7.17 (1H, m), 7.63 (1H. s), 8.37 (1H. s 
). 

[0 2 8 3 ] 

»j&W9'2 ±jML!j >- 4 -1J)V%*^ X ) y > ZJjK r6- (2-7;t^a-4-~ 
Fd7j^-» fefU S v>- 4 -4 JUl 7 S K 

4 _ 7 = y-6- (2-7;Vtn-4--fD7x;^i/) fc? y < 'J > (89mg) £S5?t# 
f >?KK079> (3ml) afcto&JfriPT b V J-f-^7 * > (0.0 

99ml) , 7aa^|7i-;V (0.089ml) fSTLfct, Sat?45#ISI«*|i Lfc„ 
K*;v*y> (0.249ml) fciraiU Ifit-WL/; 0 RJ6«**Bli^^tlMIItt'ft 

■OW*ft»U *StK?I^7- b V 7AT?KiLto »i**WE»*IU »6*LfcSlitt^y 
*y)^7A7nv^77^- (Fuji Silysia NH. ; ^**T> : M^^;v = l 

:l) K * i)ilU;„ ■ B U wtBEft*"*" * - ^ ± "5 (80 

.2ms, 62.0%) SrMfeHfltfc LT^f/So 

'H-NMR Spectrum (CDCb) 5 (ppm) : 3.55 (4H, m), 3.77 (4H, m), 7.36-7.44 (2H. m), 7 
.74 (1H, d, J=0.8Hz), 8.06-8.16 (2H, m), 8.33 (1H, m). 
[0 2 8 4] 

Mj£ff!l9 3 jgJMjj; >- 4 --:ftJHff3r-> 'J ■> g 7vK f6 - (4- 7?>>-2-7^ 
;j-P7:c/*y) tfU v>'>-4-^V] 73 K 

* y 4 - * v 7 * 7 v K [ 6 - (2-7**n-4--hn7x/* 
-» fcfy 5 4 -4 ;U] 7 3 K (107mg) W;-* (5ml) -tK (1ml) fciDX-T 

(HOmg) , MK7 (220mg) «r*II x. -C30«-|BIiin*ftaat 

L/Co RJSSt*M*t?^L. S|[i^-fh7fcKn7 7V (1:1) *Jnx.-C*# 

JB*3M*U tK, S&ft^i&fc-eJK^ife^U fe*5itm7- b y *A-C*f£&L*: 0 

jftgt, fttiM^v'^y^A^A^nvh^??-/- (Fuji Silysia IfflU felti 

t4itW9,'*EftWI (82.4mg. 85.2%) *JtfeB#fc LT»fco 
1 H-NMR Spectrum (CDCb) 5 (ppm) : 3.52 (4H. m), 3.74 (6H, m), 6.42-6.48 (1H, m), 6 
.50 (1H, m). 6.97 (1H, m), 7.52 (1H. m), 7.66 (1H, m). 8.37 (1H, m). 
[0 2 8 5] 

M-PB94 ^'Jy^-l-am^'J^ 7-/K \ 6 - ( 2 - n - 4 

Fn7x^y) S y>-4 7U' 

4-757-6- (2-7)l/tn-4--hH7xMv) tf'JSv^ (300mg) £SH 
#B^Tr\ ff7tKn77> (5ml) **»*#TIC b U *-*n>T < > (0 

335ml) , ^od^|7x-;V (0.301ml) £TjtjTL£&, M£-C450-|HHt#Lrt:o R 
JSfflLUfcf^'J y> (0.446ml) SriJOx., MT45fl*BJ«#L;fco K(&tt*fiHRxf-*fcl6 
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J: 9 fcB'ffc'fr!* (275. 4mg, 63.5%) ^IffeMltLTf/;, 

! H-NMR Spectrum (CDCh) S (ppm) : 1.54-1.76 (4H, a). 3.50 (6H, m), 7-38-7.48 (2H, 
m), 7.74 (1H, s), 8.06-8.16 (2H, m), 8.32 (1H, s). 
[0 2 8 6 ] 

Mffil9 5 fcT'S'j V>- 1 z^JkM±kV 2 * TjjK [6- (4-7^- 2-7;v 
tn7x;^y) < v>-4 -^;v1 75 K 

kf^U y^- l -Ijfrtf*-/*) y 9 Ti/V [6- (2-7;i'*n-4--hn7xM 
->) kf'J 5 -A)\>] 75 K (273mg) £x^/-;i/ (15ml) (3ml) **nx."C 

(275mg) , aMt7>*-*A (550mg) «rinx.T30^^SD^M 
Lfco-Rl5**M*T»frijlU ***fA'-7 l K?i£Kn7?> (1:1) ^iOx-TM^ 

Ltz 0 a hta'L-c*soL, a******** *t?«fe^L)t„ zmvmm 

i&ffiU #fbtl7t^S^v'; J&yj^^^nv - (Fuji Si lysia NH N v#tH 

'«[ ; ^^•9->' : ■Mtxf-/i'=l:l~l:5) tcfc&flMRLfco BWWBfr*:«ffift8U iftJE 
|6*i-*£fcm: 0, ^fBlt£* (235.8mg, 94.1%) ?:if Lt!#/: 0 
'H-NMR Spectrum (CDCls) § (ppm) : 1.63 (6H, m), 3.47 (4H, m), 3.74 (2H, brs). 6.45 
(1H, m), 6.50 (1H, dd. J=2, 12Hz), 6.97 (1H. t, J=8.4Hz). 7.36 (1H, brs). 7.56 
(1H, m), 8.36 (1H. m). 
10 2 8 7] . 

IIM 96 3- [6- (2-7J^P-4--hP7xy^r-» W 5. <J > - 4 - A 

4_75y-6- (2-7Wn-4--hD7xyif>) M U 5 5> > (500mg) 
#ffl^T> 7f7tKD77^ (10ml) 7jt7M§?£*PT\ h'jxwr/ ( 

0.418ml) , 7DD^7x^ (0.376ml) t»Ttfcft, M-ClB#|fl|10fl1g#Lfco 
2Mci&#33IT\ h'jxf;urr/ (0.139ml) , ^nn^i!7x.-;V (0.125ml) fcififllL 
T30$3-|HJ*#Lfco F9xfjV75V (0.139ml) , ^no^7x-^ (0.125ml) £S 

tianDLTsofl-wajpLfco jkib*c2M5>**-/u7 3 y (tts-frmm (s.omi) 

Lfc„ ^®*IS«^k7>*-^A7K^m> M#W***HJ ****** 

(378.9mg, 59.0%) S:«fe»fe»*i: LT#7^ e 
'H-NMR Spectrum (CDCh) 5 (ppm): 3.08 (6H, s), 7.41 (2H, m). 7.77 (1H, brs), 8.11 
(2H, m), 8.32 (1H, brs). 
[0 2 8 8] 

MiSfl.19 7 3 - T6- (4-7^-2-7;Hn7xM-» \£V 4-A 
1-1.1 -v>7-;i"> 1/7 

3 _ [ 6 _ (2-7;^o-4--^7x^y) (f')5yV-4-^] -1, 1- 
vV^;V">V7 (227mg) |:x^;-«/ (15ml) (3ml) **D*.-C»#S-l2:fc&, m» 

ftft (230mg) , ttfl:7 (460mg) *Jn;tT30#IBIina&«8lt Lfco JRl&«E*Mffl 

i-e^L, ftRxfA'-f FJkKB??'/ (1:1) ^Mk.xmWLt^o ^fe%0*-t7 
A YimLXZ&L, /K *«^-L^ 0 **JDlt, *> MM 

*TjeUfcifci£U it^m^- b U ^ATKHLfc, *S*»BE»liU nbivfzm&Z's 
9*^*7^^07^77^- (»miR; ^*-9-> :fttt^/u=i:3) *cfc!>»S 

Lfco BW!®ffl^*«ffiS^t, 'RitcyxfA'X-f* (4ml) (4ml) £*0 

itis?^. a#*%&u aawa*-*-*- tux tommit&m (mmg, 83.4%) * 

ffifiE# 2005-3028512 



#M 2004-054451 



85/ 



'H-NMR Spectrum (CDCI3) 5 (ppm) : 3.05 (6H, m), 3.74 (2H, brs), 6.45 (1H. m), 6.50 
(1H, m). 6.97 (1H, m), 7.32 (1H. brs), 7.60 (1H, d, J=1.2Hz), 8.37 (1H, d, J=l. 
2Hz). 

[0 2 8 9] 

mmm9 8 N- 14- [6- f3. 3 -v^;)"7 W Kl 5 v>~ 4 -4 

-3 -7;^D7x-»i vn-y^ 7vK ^>-y^x^f 
Mfii^B^T, 3- [6- (4-7^-2-7;^D7x/#y) fcf'J 5 v 4 - 4 
;V ] _ lt 1 -vV^;i/>> 1^7 (92.0mg) £N, N - *J * 7 5 K (2ml) 

7vK ^y^^yiUXfJl' (184. Omg) > hyxf ^75> (0.1 
32ml), (1H-1, 2, 3-^>'VhV7V-;V-l-'f^*^'» [ b 'J (i» 
75/) M>X*-7A ^*^7/U*D**7x- K419mg)fc50lCfc"CiH];S.-C, RifiT 

1-1:5) \z i OifSSat^o @ »I^t«EIitJ £ fc.fc J*) SSUfcte* (119.4mg, 8 
0.8%) t-C#7t 0 

! H-NMR Spectrum (CDCI3) S (ppm) : 3.06 (6H, s), 3.53 (2H, s), 5.24 (2H, s). 7.12-7 
.25 (2H, m), 7.35-7.46 (6H, m), 7.65 (1H. s), 7.68 (1H, dd, J=2, 12Hz), 8.34 (1H 
, s), 9.32 (1H, brs). 
[0 2 9 0] 

Md£E0 9 9 N — 14- F6 - (3. 3->'^^7^ K) ^ ]) g > - 4 - ± * 
->1 - 3 - 7 a -7 j. — ;t^l vp — y? 7vK 

N _ )4 _ [ 6 _ [ 3> 3 ?-A"5 W K] tfU 5 v>-4--f - 3 -J7 

^to7i^| -70-7^ 7vK ^^y^x^fA' (119bb) Srf F9tKn77 
y (3ml) -*9J~* (3ml) JC*»$*>i:«, if f i^TC^/^y f A^i (54 
mg) fciiniU *flt**l»LT«Blfl!U. *rt«rM«»tfclfe, tt«*%iBL 
, %ffi*r*E*«U y'xfjvx-f^+t> (1:1) fcflnx. 

•C}Bfll$*feo ®#£*>JRL. aft«**-«£fcfcJ:9*B*frfr» (76.8mg, 79.8%) * 

J H-NMR Spectrum (DMSO-de ) * (ppm) : 2.94 (6H, s), 3.17 (1H. brs), 3.18-3.54 (2H, m 
), 7.44-7.48 (2H, m), 7.36 (1H, d, J=1.2Hz), 7.74 (1H, m), 8.39 (1H, d, J=1.2Hz) 
, 9.56 (1H, brs), 10.6 (1H, brs). 

[0 2 9 1] . ' _ 

BftaiOO' N— (3-7>*P-4- 16- [ ( tTP ]) v > - 1 = * *»-*)_ 7 5 
/l tfU $ y >- 4 -^^vl 7x-;W td-^ 7vK ^ '/y»^r» 
SSSSM&T, tlP 'J 1 -*;W**4rv'J 7 * 7"> K [6- (4-75^-2-7 

^D7xM-» f'J5y>-4-^^] 75 K (290mg) SrN, N-^**-**** 
75 K (3ml) Kvtfl?£-£> TP-*? 7->K tM^Vm^ (534mg) , b 'J x. 

(0.383ml) , (1H-1, 2, 3 TV-A>- 1 ***5/) [ 

b 'J (y^f*75/') ]*X*-7i ^t7**o*^7x- b (1.22g) SrSCCKT 

jjcfciTCSMBLfco *OT*i&m&»**^by IMDUL-ffcT A** 

1:1-1:2) KiOflWLfc. IMW^tiEISSt*-^^ *)W£A\&m (523. 7mg, 

'H-NMR Spectrum (CDC h) 5 (ppm) : 2.00 (4H, m), 3.49 (4H, m), 3.53 (2H, s), 5.24 ( 
2H, s), 7.10-7.25 (3H. m), 7.39 (4H, m), 7.68 (2H, m), 8.02 (1H, brs), 8.34 (1H. 
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m), 9.33 (1H, brs). 
[0 2 9 2] 

MflllOl N — (3-7^to-4- 16- [ (b'n'jy>- l-^^-jV) 7 5 
71 tf'J 5 v >- 4 --f ;l/^^->l 7-x-JP) lH£2j 7'>K 
N _ ( 3 _ 7;l/ ^ n _4_ |6_ [ (tfa'j *;>- l 75/] tf';5v> 
-4--OW**v| 7i-*)-7D^^ T*sY IV s Jfr 3-7,7- (430mg) *fh_ 
5tKn77> (13ml) -*9J-*' (13ml) fi*#H«T^10%^<9 
y7A^f (191mg) frill*.* LT30#IW«#Lfco *rt*E*S»Lfc 

ftMfcfcfcSU ^ ^y-^-C«»Lfc« 6«*WE*»U yxfjvx-r^-A* 

>> (i:D *upa«i«^*^o aatftj*-*-*- tci (36i 

.5mg, JgftW) tjftHtfeHfrtt-CWfc. 

! H-NMR Spectrum (DMSO-de) 5 (ppm) : 1.83 (4H. brs). 3.10-3.50 (7H, m). 7.32 (2H, m 
), 7.45 (1H, s), 7.74 (1H, m); 8.39 (1H, m), 9.40 (1H, brs), 10.50 (1H, brs). 
[0 2 9 3] 

MM 10 2 n. 4' 1 -flJUfr^v 'J y 9 7vK [6-( 

4 _ - [, 2 - 7 j^ D7 x 7^y) E''J 5 y > - 4 - ^ )H 7 5 K 
4 _ T5 y_6 - (2-7^D-4--l>D7x^y) fc? U 5 v > (40mg) 
H^CT, rh7tFD77> (2ml) FUf^75> (0.045ml) , *nn 

^|7i-* (0.040ml) tmTLtz'ik, aaLClttlMWbfco RJS«*«E«»l-^« 

»3E*N N-^W^7?K (2ml) 4- ( fcT * U 5> > - 1 - 4 

;v) e-?'/v> (108mg) £iPx.T10fr«# L£o EJ6* * fctefp^bT > 

**5A?B7^57^- (Fuji Silysia NH, ; : *K^»' = 1M~ 

1:2) IH9»^t*S««L, *E(£*-T S^Ci*) mMt&m (4 

3.9mg, 61.7%) ^JtfeHflti: tTWTto ' o 

l H-NMR Spectrum (CDCla ) 5 (ppm) : 1.36-1.82 (8H. m), 1.92 (2H, m). 2.52 (5H m), 2 
.94 (2H, m), 4.15 (2H, m), 7.41 (1H. m). 7.46 (1H, m), 7.73 (1H, m), 8.11 (2H, m 
), 8.32 (1H, m). 
[0 2 9 4] 

Hg iQ3 4 - ( bf p ij 2 y - i - >f )V) V* u v > - l - 7J niM± k 'J^ 7 v 

j? r fi - (4-7~y-2-7;Vta7x7^y) g 'J 5 v >- 4 ->f 7_g_K 
4-757-6- (2-7^n-4^FD7xMy) kfV5v> (50mg) 
HjHT"fh?kKo7?y (3ml) F'Jxf^V/ (0.056ml) , *nn 

^f7x-^ (0.050ml) **TLfcft, M&X~30fr®mW Ltz 0 ElS*«:«S«ai 
5Sg£N, N-y>fHW7U* (3ml) 4- ( fcTn 'J > - 1 - -f * 

) ^';y> (123mg) friPx., Iiat2HM^U^o Rfci****-*-*-**:**!!*** 
' *tl'J->A*iltt»EL<:, #«WI ** fefPfttt 

>j*yM7A7D7f^77^- (Fuji Silysia NH> T#tB& I -9" > 
= 1:5) tci»)»»Lfco U «ffil£*i-*-i:^«tO 4 - (fcfnU^^ 

-l -^;u) fc?^'Jv?>- l-*/HJ?*5"J 7->K [6- (2-7^*n-4-- 
hD7l ;^y) fijv>V-4-^V] 7 5Kt«»»»tU<lft. CLOfifctMfe ( 
86mg) tf h?KKD77y (2ml) --*9J-» (2ml) M^#ffl^T 
I:i0%^7y->ilf (43mg) SriPx.. fcfl***«»L-C-lft*#Lfco 

U*m7A^-?h/?7f- (Fuji Silysia NH, *ffi« ; ^ : BUS*-**' 

(53.5mg, 66.8%) Sr#fc 0 
>H-NMR Spectrum (DMSO-ds ) <S (ppm) : 1.31 (2H. m), 1.66 (4H. m), 1.81 (2H. m). 2.14 
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(1H, m), 2.47 (4H, m), 2.92 (2H, m), 3.97 (2H, m), 5.30-5.42 (2H, m), 6.37 (1H, 
dd. J=2.0, 8.8Hz), 6.46 (1H, m), 6.94 (1H, dd. J=8.8Hz), 7.23 (1H, m), 8.37 (1H 
, m), 9.75 (1H, brs). 
10 2 9 5] 

jjlW l Q 4 3 - [4 - (4-7^-2-7Hn7i;»'» W V>- 2 - <i & 
] - i- t^-^-i - [3- (4->f;i/tf^7V>-l--f^) T'PfcfjH yVT 
4 _ (2-7;vtn-4--fn7x; + -» tf; V >- 2 -<{ fr7 5 > (200mg) £S 
*#ffi$Cr\ rF7tKD77> (8ml) fc»J*Stf» F'Jxf^7?> (0.336ml) , ? 
Dn^|7x-^ (0.302ml) ^ifitiTL^t, 30*B5»lfco ^Mat 
U 5^£N, N-^^f;V*;VA7^ K (5ml) N- > f-fl'-N- [3- 

(4 f-;vtf^?-7 y >- l 7'Dt'jl/j T<> (0.300ml) Zttok, life 
#L'to f-JU-N- [3- (4 ->f-;utf^7v>- 1 --f>u) 7nfc?;i/] T< 

>(0.200ml)£iiiQL£iL liST-lBWL^, M)S^«rTO^^^ tfkmmtT 

A7A?D7f/ 7 7^- (Fuji Silysia NH\ feBifc I ^7** >:ftBftJ-f-^ = l:l) K 
J: »9fflS!iL^o ^^«EE^1-^>-«h(cJ: 0 3- [4-(2-7;Hn-4--hn7 
^y^-»vf ij ->*>-2--f;w] - l l - [3-(4-^f;n:^7y>-i- 
;u)7*nt:;V] 7 1/7 LTt#*r 0 £Wffiffi»(357mg) £x b 7 V; Kn 77 

y (8ml) (8ml) izmm^^^k. gi#l^Tt:i0%^7yfiti (17 

Omg) £inx.^ ^l*l^7jc#g^LT2B#f B m^t^o ^rt^^gmLfc^ ttlt^IL 
, > ^y-^-e^LTto ^I^aEillLtf^i^Sty'J *^*7^D7 b 
^77^ - (Fuji Silysia NH, -}#am ; > rg^^^lll-BI^-i-f-^) 

DBiL»fll**fc- SM^t, a««*t4itKJ:9SBft^« (91. Omg, 27.3%) 

>H-NMR Spectrum (CDCb) 5 (ppm) : 1.65 (2H, m), 1.77 (2H, m), 2.33 (3H. s). 2.39 ( 
2H, t, J=6.0Hz), 2.50 (2H, brs), 2.66 (4H, m), 2.90 (3H. s). 3.38 (2H, t. J=6.0H 
z), 3.64-3.80 (2H, m), 6.39-6.53 (3H, m), 6.95 (1H, m), 7.56 (1H, s). 8.00 (1H, 
d, J=1.2, 5.6Hz). 9.30 (1H, brs). 
[0 2 9 6] 

Mffl)10 5 T6- (2-7J^o-4--fn7x^y) fc? U S v > - 4 - -OH 

Sftf&HfcT* 6- (2-7**D-4-i>n7x;**/) tf'J 5 v^-4-^f ;vt? 
> (400mg) £x b v KD 7 7 > (16ml) H»»**fco tMcjS^PTK b 'J *f>l>7 
5> (0.669ml) > ?UDfl|7x-* (0.602ml) fcfltix.fc&» RJS^t^Si "C^SS 
*tl0*r«t/:c JGOSifc * (30 aDttt^OTK*^ b V , 7A7jcM(20 m 

l)*3jnx.T^ELfco #WPt*^Jft«*#*bV*A*** (20ml) , tX (20ml) , ft 
mit&7k (20ml) U i^tb^AUiaiLfc. »«S*LT»fc*Lfc 

Miy'J*^*7A^nvl«777-f- (Fuji Silysia NH, ; »") 

KiiJlMttLfcSL BWWHfl-fcSHiLfco #f>tL^?^^^if-^i-7-;K4ml) 

(396mg, 66.8%) Lt#/;, 
'H-NMR Spectrum (CDCb ) $ (ppm) : 7. 14-7. 25 (2H. m), 7.26-7.35 (1H, m), 7.38-7.48 ( 
3H, m), 7.72 (1H, d, J=1.2Hz), 8.06-8.18 (2H, m). 8:49 (1H. d, J=0.8Hz). 8.93 (l 
H, brs). 

ESI-MS (m/z) (neg.) :369 .[M-H]". 
[0 2 9 7] 

MffiJl 0 6 3 - f 6 - (4-7;/-2-7^tn7x;^ -^ fc°'J 5-y>-4-W 
_ j _ ^ ^- ;l/ _ i - ( ! ^^t^-^tf^'J v>- 4 -4 Jl/) 7V7 
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[ 6 _ (2-7;^n-4--fD7x;*v) ey5^>-4-^] 
T->K 7x-iHXf* (200mg) £ f b 7 Kn 7 ? V (16ml) fc»#$*fco m^T 
C 1 4 - (^W^) e^W^ (0.236ml) 5r*nx, 20^W»#L/io 

JRj£ift*»»^* (30ml) fcteffiRK**^ b!J*A**ifc (20ml) l?»BLfc. *« 
'Jg b 'J fA'*»* (20ml) , 7* (20ml) , aSfflftifcic (20ml) -TMOUfclfe 

»U ^iHth'JfAteit^o »»*'«EES*flL 3- [6 - (2-7^*n- 

4-ihD7xM'» e«; 5^>-4-^f ;H - 1 1 - (i-^f-^e^v 

i?y _ 4 _^ ;U ) ^prffl^t/ (218mg) t»fco COtttofc* (218mg) **9J-*' 

(5ml) -ff7tKD77> (5ml) S*#H^,T^10%^7 v * 

* (115mg) £*Q;U artt**««L-C3WPBtH*Lfc. tt8*%»U i*/-^ 
TSfe^LJto %**«JE»»L-r#^*Lfc»a£t5;^^^-^^ (2ml) (4ml 
) *Un;lT!K»3*fc„ B#*%JRU a«IW»i- * - C «t 9 , (91.0mg, 
45%) t*fe»*tU#fc. 

^-NMR Spectrum (CDCls) 5 (ppm) :1. 56-1.74 (2H, m), 1.80 (2H, ddd, J-3.6, 12, 12.4 
Hz) 2.07 (2H, m), 2.30 (3H, s), 2.86-3.00 (5H, m), 3.74 (2H, brs), 4.18 (1H. m) 
6.45 (1H, m), 6.51 (1H. m). 6.98 (1H. m), 7.29 (1H, brs), 7.61 (1H, m). 8.34 ( 
.1H, m). 

ESI-MS (m/z) : 375 [M+H] + . 
10 2 9 81 

Mffl]107 4-7^-3-7^t P7i>'-Jl' 

3-7^n-4-^FD7x;-^ (20 g)Ox^-)l/ (200 mL)-x b 7 b*n 77 
> (125 mL) »«fcl 0%A5-y^AM (6.0 g) £tJP;L, 7jc^#H^T^?St:- 4 . 5 

tL-CtlBft^ (16.1 g, 100 %) fc»fco cn 
^-NUR Spectrum (DMSO-de ) <* (ppm) : 4.38 (2H, m), 6.34 (1H, m), 6.43 (1H, m), 6.59 
(1H, dd, J=8.4, 10.4Hz), 8.78 (1H, s). 
[0 2 9 9] 

B$W1 0 8 4 - (4-7^-3-7) V ^P7x7»-» fcf' J v > - 2 - ± 5 > 

mm^mr, *»Mb7- b v * a u-.ig) t^mmvK (eo mL) 

gffl*#T^ IB^H»0 2/3 2 8 7 2^07V7 bfSfcO 4 - 9 u n - 2 - -t 'J 
5>T-3> (2 9 g) OV^4-75/-3-7JV*n7x;-;l' (3.6 g. 28 mmol) fcOT 

i*s«rr\ 1 5 o*ct?9^ra^L^o M^-c^m, 0%T>*- 

T* (150 mL)k#»*f->l' (350 mL) *ijn*.t:fl«Lfco ^«Jf* 1 0%T^--77jt 

(150 mL) tr2Hl»L7to fcR**^* (150 mL) -C#»ffiLfco 

*fc#«Ji*«Wlft»**^ b 'J ^^Tfc (100 mL) -C2 |9ft»lfc. fc*««T- b 'J * AT? 
S£*Lfco fif*Lt#yi/:SIt->'J*^*7A7n-7h777-f- (*ffiiK j 
Sixfjv-ftKxf^: ^^/-;v=i o : i)"T««Lfc. fi»«Hfl*S:i«6U W 
|y'j^^7Am^77^- (v#m^;^^^-> :#*i^i=i : 1 ~»« 
: > 1 o : l) -ettSLfco BWil^SiL, 

#cLt$Hk*« (1.3g. 26%) 

'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 5.11 (2H, s), 5.76 (1H, d, J=2.0 Hz), 5.87 (2H 
s), 6.09 (1H, dd, J=2.0, 5.6 Hz), 6.69 (1H, m). 6.80 (1H, dd, J=8.8, 10.0 Hz), 
'6.88 (1H. dd, J=4.4, 11.8 Hz), 7.75 (1H, d, J=5.6 Hz). 
ESI-MS (m/z) I 220 [M+H] + . 

[0 3 0 0] ^ _ , 

«»BI10 9 *)U*i)>-4-*)U#>Wl f4- ( 4-7^-3-7^D7x; 

/H 7? K 

4 _ ( 4 _ 7 !;-3-7HD7x7^-» k? 'J W- 2 *7 * > (500 mg) <Dt 
^7tKD77> (23 mL) 5 > (0.318 mL) £inx.*:o *X^«#T* 

DD fl|7x = * (0.357 mL, 2.28 mmol) frill*., iI»T1^2 0»Lfc 
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o fofcm*m£.TWk%sLtZo MPN, N-y^f^*^A7 5 K (20 mL), 

(0.994 mL) SriJPx., iiSt8HWffU:o (100 mL)£:7K(100 mL 

)-C53-IBL£o ^/ffctfcfP^mTk^ b V *A7jtftf£-ef£ffK $fi7|t«^ b 'J^Atg 

: ^iifji/= i : i ~^ixf jv~^xf;v : ^ * / -;u= i o : i)x*ffiii 
Ltz 0 nhixtzm^^WpW.^-^-^ : vxf;i/x-f^ (1 : 1 0) fcfln&TJKiBS-tirfco 
@#**1!IU z-^frJ^-TfrX-m&Ltzo t>%im%,$ZMi-2>Z.tl<z£ D, fife 

LT^I3'fb^ (48 mg, 6.3%) &#£o 
J H-NMR Spectrum (DMSO-de ) 5 (ppm) : 3.40 (4H, m), 3.55 (4H, m), 5.16 (2H, m), 6.53 
(1H, dd, J=2.4, 5.8 Hz), 6.74 (1H, ddd, J=2.4, 9.4, 9.4 Hz), 6.82 (1H, dd, J=9. 
4, 9.4 Hz), 6.93 (1H, dd, J=2.4, 12.0 Hz), 7.32 (1H, d, J=2.4Hz), 8.07 (1H, d, 
J=5.8 Hz), 9.19 (1H, s). 
[0 3 0 1 ] 

MffflllO b'n V l -tj;w^>M r4- (4-75 /-3-7;i/ta7x/ 

^r-y) tf»; y>- 2 -4 )±2 z_gjf 

4 _ (4_ 7 !;_3-7,vtD7i^y) WJy-l-'i )\>T\y (500 mg) <Drr 
b7EKD77> (10 mL) f£f£K b 'Jif^T? > (0. 223 mL) fcinx., *^#T^ a 
n^l7i-^ (0.200 mL) fcflPX., M*^H^,T2B#K»L7c 0 £)Si££iSKTKi§ 
iL?to iSClSTN, N-y^f;WH7U' (10 mL), k?n v v> (0.667 mL) 
fcJPx., MS"? 2 lB#Hm#L7tc KitSli^l' (100 mL)i:7|c(100 mL)^.@2L 

tzo ^mm^mm^&^istw. mxmwtt v 'jvutiLfco mm^Lx&birtz 

5S^*vU Ayj^^^nvh 777^ -(ft ; ^^r-9-> : ^m^^= 1 : 2 ~ 
S^^jcf-;v~TO^f-;v : ;* * y l 0 : i)T^^L/co i WM^M L, ^ 
feflMftfci: LT^IS^b^t/ (94 mg, 13 »)■ £#£ 0 

'H-NMR Spectrum (DMSO-de )$ (ppm) : 1.80 (4H, m), 3.31 (4H, m), 5.15 (2H, m), 6.51 

(1H, dd, J=2.4, 5.8 Hz), 6.72 (1H, dd, J=2.2, 8.8 Hz), 6.81 (1H, m), 6.92 (1H, 
dd, J=2.2. 12.0 Hz), 7.42 (1H, d, J =2. 4 Hz). 8.05 (1H, d, J=5.8 Hz), 8.61. (1H, s 
). 

[0 3 0 2 ] 

ggjgffil 1 1 1 tf-fr 4 -^anfcf 'J i?y- 2 totf^-i/ls — \ 

mt1-*-K (500 mL) *^Z&-cm#L, f3'J>l (200 g) Klm*.tz 0 gSt# 

B^T, Kfcm*8 5tt2 0WU:, ZbKl 0 Ottl 5 7B^M#L*:o & 

e^^miat-e^m, m-fk^^-^*^)E^*L^o 7k?£T\ mmi~**;-* (500 

mL) £^o< UMfc. tIc^* lB#Pfl»L7tm> ^TfiT'l 7. 5f$ra#L*:o K 

mmzifc&mmfe. m.m.^^m^^ : fhn ku7?>=2 : 1 (i.oL).kiN*» 

ftf h 'J (500 mL) C*SU, TfcJf SrHS^^ (500 mL) T2 miAtHLtz 

o (500 mL) Ti*i£U U 7A-e^Lfco ft 

«E@*LT#ip^^f4^^*^> (200 mL), ^ifJU-r* (40 mL) fcflPx. c , £ 
fST'l 3«FW«#Lfco *fffiL;fc@#«:68L ^t/Sr^*^ (100 mL) - yif^- 

(20 BL)S^i6*T?2iaifci*Lfco 0, &M&®tet L 

xmmit&yo (182 mg, 65.2 *> £#£0 

X H-NMR Spectrum (DMSO-de) 5 (ppm) : 3.99 (3H, s), 7.83 (1H, dd, J=2.0, 5.2 Hz), 8 
.09 (1H, d, J=2.0 Hz), 8.70 (1H, d, J=5.2 Hz). 
[0 3 0 3] 

MM112 *±± 4- (3-7;Vtn-4--bP7x7^ y) ^'Jy>-2-^ 

tf.fr 4-^nneV7>-2-*;v*'*vl'- h (200 mg), 3 - 7)V*u- 4 - — 
).n7x;-;P (202 mg), ?uw<y-£y (0.6 mL)<OfS£-^£, itfi^Tl 2 0T: 
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m ; ***V-> i»»ifA'= i : 2~S^m^^^~TO^^^ : * 9 J-*= 20:1- 

1 0 : 1)C#U, g»I^^illU ^SfeH^t ITSIEMi (94 mg, 27.5 * 

) fcfcfco 

'H-NMR Spectrum (DMSO-de ) <5 (ppm) : 3.89 (3H, s), 7.25 (1H, m), 7.45 (1H, dd, J-l. 
6, 5.6 Hz), 7.58 (1H, m). 7.71 (1H, d. J-l. 6 Hz), 8.29 (1H, m), 8.72 (1H. d, J=5 
.6 Hz). 

[0 3 0 4 ] 

«jftglll3 4 - (4-7^/-3-7A/tn7xy^r '» tf'jy^-2-» 

~>l/- b 

4 _ (3-7;^n-4--fn7x/Jfy) \£V 2 b 

(200mg) J-fr (40 mL) 0 %/< 9 v «7 Aft**Unx.. *3E#H*CT\ 

fl-SriftlBU »fe«lttWfcL-CM'fh'&»«?ffi'» (181 mg) *»fc„ 
^-NMR Spectrum (CDCb) 5 (ppm) : 3.98 (3H, s), 6.71 (1H, a). 6.78-6.85 (2H, m), 6 
.98 (1H, dd, J=2.4, 5.6 Hz), 7.61 (1H, d, J=2.4Hz), 8.56 (1H, d, J=5.6Hz). 
[0 3 0 5] 

jjSWl 14 *±lL 4- 13 -7^j-n-4 - \2 -(4 z j 7jMiP7^x£Jh£ik£i 

4 _ (4-7;y-3-7^tn7i^y) tf'J 2 - # -> b 

(179 mg) CN, N-^fW^AT^K (2.0 mL) MCN-(4 -7;l/tn7i- 
*)vd;^ TvK (202 mg, 1.02 mmol), '«^/HJ7 , /-;V-l-'fW*Vh 
'J* (y^f^7 5;) ^t7;Vtn*^7x- b (453 mg, 1.02 mmo 

1) fcfln*., £**H&T\ MrST- 2 iR>W«#Lfc. Rfci****.*-*-* (100 ml)i:ft 
#P<t**- (50 il)t*BLfc. #«***&ffi&Bl*5S-*- b U * A*»i9U 4MDAO*"C« 

A^nvb^77^-(?fai?S;^^^^~M J -^^^^^-'' v=2 0 : 

o U SftWfeftstEfcLTWMk-ft* (96.3 mg, 31.9 X) 

^-NMR Spectrum (DMSO-de ) 8 (ppm) : 3.59 (2H, s), 3.86 ,(3H. s), 7.10 (1H, d, J=8.8 

Hz), 7.17 (2H, m), 7.25 (1H, dd, J-2.4. 5.6 Hz), 7.36 (1H. m). 7.49 (1H, d, J=2 
.4 Hz), 7.63 (1H, d, J=5.0, 8.8 Hz), 8.09 (1H, m), 8.61 (1H, d, J=5.6 Hz), 10.14 

(1H, s), 10.26 (1H, s). 
[0 3 0 6] 

MaSff!)115 4- l3-7;va-P-4- r2-(4-7^n7x ^»»^>f»)7 

4 _ | 3 _ 7 ;v^n--4- [2-(4-7^tn7x-Ji/*JV/^-<;i/)7^b7 
^y] 7l 7^v/| tfi; 5>>- 2 -j&JUjf^S'l'- b (96.3 mg) <r>z-9J~-b> (2.0 mL) 

7jc(0.50 mL), *Bft'fbU-?-'7A— (15.7 mg) £*n;i, MT41$W»# 
■ Lfc. RJ6ftKlNtt» (30 mL) *Jnx.fc«* jHETPl«Lfc. St*fclWI-*f->Kl0 
0 DiL)-rb7t Ko77> (100 mL)*iHI;LfcflL »S2L/:c *<StfDfc£*"?ifci*- 

U LTgfMb^Offlft (99.5 mg) 

^-NMR Spectrum (DMSO-ds ) 5 (ppm) : 3.60 (2H. s). 7.08-7.11 (1H, m). 7.17 (2H, m), 
7.25 (1H, dd. J=2.4, 5.6 Hz). 7.37(2H, dd, J=2.4, 11.4 Hz), 7.50 (1H, d, J=2.4 
Hz), 7.63 (2H, dd, J=5.2, 9.2 Hz), 8.09 (1H, m). 8.60 (1H, d, J=5.6 Hz), 10.15 ( 
1H, s), 10.27 (1H, s). 
[0 3 0 7] 

ME0116-1 2- (^'J^f^y'J^) ^ (4- l3-7/l/*P -4-[2 
_( 4 )\,^uy x.=-)Vj] )V/^^-< )V)T^^)^T ^ /I 7x;»y| E° >J y > - 2 - -f 
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- b 

gajtfflJl 16-2 N — [4-(2-7?>tf'JW-4-^t^r^)-2-7^P7 

-N' - (4 -7 frjruy j. — JV) vntU' 
4 _: |3 -y^j-ti- 4 - [2-(4-7^tn7i-^*JW^/f^)7*h7?;] 7 

x.J**s\ W a JV-2-iJfi'#>WL (93.2 mg, 0.218 mmol) ON, N- *J * 
A7* K (i.o mL) b U if- ^7" 5 V (0.0759 mL, 0.545 mmol) > 2- ( h 'J > f 

;i>v>;;u) (0.0344 mL, 0.240 mmol) SriPx-fco MiS-T^^i — /U^-X^D 

*7 j ;K (0.0517 mL, 0.240 mmol) Srinicfc^ S*£HfcT\ t£t*3 Ofl-W % 1 1 
0"C-e2WNIia#L.fc. JEJS.«[*Siait?^«, (100 mL) 

b V 7A7fcjt SK. (100 mL) f^ELfc. %W&iMft&&fr~£Wfr. b V * 

ATteflftLfco »*9*Lt#fe^»aE*i' 'J * y^* 9-A ^ n v h / ? 7 -f - (Fuji 

Silysia nh, *m« ; et^if^-H^f ^ : o : l) -cffi«i-4 - 

2- (h'J^WJ^) if^ (4- |3-7/U*n-4- [2 -(4 -7 
ji/tn7ii**M€'f ;v)T-bf-;V7 5 /] 7x7 + ->| tT'l v>-- 2 - 4 *) * 

(MMM 1 16-1 ) (24.0 mg, 20.'3*)fcN- C 4 - ( 2 - 7 5 / bf V v > - 4 - 
/fm . > )_ 2 -7^D7i^] — N' - (4-7**D7xi*) ^t? F ( 
gjfcffll 116-2 ) (31.2 mg, 35.9%) **ivP*i*§fco 

{ EMM 116-1 ) X H-NMR Spectrum (CDCh) d (ppm) : 0.02 (9H, s), 0.99-1.03 (2H, 

m), 3.59 (2H, s), 4.18-4.23 (2H, m), 6.53 (1H, dd, J-1.6, 6.0 Hz), 6.86-6.90 (2 
H, m), 6.98 (2H, dd, J=4,4. 4.8 Hz). 7.51 (2H, dd, J=4.8, 8.8 Hz), 7.58 (1H, d, 
J-1.6 Hz), 8.14 (1H, d, J=6.0Hz), 8.20 (1H, m), 9.07 (1H, brs), 9.25 (1H, brs), 

9.43 (1H, brs). 

( m&M 116-2 ) ^-NMR Spectrum (CDCh) d (ppm) : 3.61 (2H, s), 4,65 (2H, brs) 
, 5.95 (1H, d, J=2.2 Hz), 6.26 (1H, dd, J=2.2, 6.0 Hz), 6.29-6.88 (2H, m), 6.97- 
7.02 (2H, m), 7.49 (2H, m), 7.90 (1H, d, J=6.0 Hz), 8.12 (1H, d, J=9.0, 9.0Hz), 

9.34 (1H, s), 9. 49 (1H, s). 
[0 3 0 8] 

MM 116-2 <PgiJ&^j£&frJaTU:i5fH-&o 

4 _ (4_ 7 5;-3_ 7 ,i /; fD7iAy) If'; )VT\ > (100 mg) ON 

N-^WM75K (2.0 mL) tSl:N-(4-7HD7x-)W^-^ 
7 v K (189mg) , V 7'/-^ - 1 - -f b ( 4 ^f*7 5-/) *** 

^f7Ji/*n*^7x-f (424 mg) fciDx-x *aVt?!H*L.fco RlStttftBI 
(100 al) fcl&fltftifi* (80 mOfcfl-ELfco ** (50 nl)^«lHl» 

; **j-frfc*«Ji«:i&»^K*3(ET- b 'J U «K*vfHfc7- b 

L, ife^tLt^Hfc^ (182 mg, 66.1 %) *»fc„ 
[0 3 0 91 

1^117 4 - (4-^>"W^r>'<lK^7S;-3 -7»tP7x 

4 _ (3- 7 ^n-4--hn7x/^-» fcf'J 2 W~ b 

(851 mg)Oxbf 1± Kn 7 7> (200 mL) fcttKjMMfc'* v y'7 A (309 mg, >^*J*J 

x b^fc: Kn7 7>T«Lfco *«[*Mjft2 0m 1 4"CatEETIciftfflL,/So ££K* 

(15 mL), 7-fe b > (30 mL), Stm* b U 7 A (771 mg) *Jnx^ Lfc 
o dwtC^k^>v^^^'>*^**-^ (0.449 ml) SrigTU SilT4'eilliH ! l 1 Lfco 
JEJ©»*«ET*:«aiL.^:^ a«EH*BI*^* (200 mL) (100 mL) 4: UP 

x:r^@eL7t:o *JB*#Rif-*' (50 mLx2) T-JfttUL^o **?**:*«J1 ****** 
(50 mL) T«fe*L, «*l»tby9A-ce*Lfc. LT# «b v 'J 

AW7A?D7^77-f- (»ffi*;^7'*> :KSi^=i : 2~»K^^^ 
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)-C*«Ufc 0 BW4fcHfl-*«8U «Jtfettfi-fc LT*M^(738 mg, 64 X) 

°H-NMR Spectrum (CDCh) 5 (ppm) : 3.98 (3H, s), 5.24 (2H, s), 6. 87-6.93 (2H, m), 6 
.99 (1H. m), 7.01 (1H, dd, J-2.4, 5.4 Hz), 7.36-7.44 (5H, m), 6.40 (1H, d, J=2.4 
Hz), 8.20 (1H, m), 8.59 (1H. d, J=5.4Hz). 
ESI-MS (ra/z) : 397 [M+H] + , 419 [M+Na] + . 

[0 3 10] . . 

mkM±_L& 4- (4 -'<>i?)V**^1i)Vi£~)\'T X V - 3 - 7^tn7x^Ji/) 

'J v> - 2 -3»^^K-^§K 

^ ;V , 4 _ ( 4 _Atvy)^Jfy*;^-^7S;-3-7JVtn7i-^) l£*) a J* 
-2-ti)Vi$**/V-Y (1.02 g) ^J-^y-;V(25 mL)-.* 9 J-fr (50mL)-N, N 
-/7f^^7? K (7.5 mL) 7* (7.5 mL) ZMz.tz 0 

«#~r\ iitr*BMt A— tK^O^ (185 mg) trtPx., lit 1 . 5WSffL/:, 
E£*:iNti (30 mL) fcJnfcfcfc, «ETCi«SL/; 0 «*C#**f-^(100 mL) 
-f h'?KK07'?y (100 mL) a*#»*l)PiLT«'K Life. (50 m 

LX3) U b '^AtKMILfc. *i(E«*L"C»<b^H'»«r^^^ 

(20raL)-^*^ (20 mL) IM^IU 
iifcJ: 0> ^-feH^i: LT^fa-fk^ (846 mg, 86.1 X) fc&fco 
>H-NMR Spectrum (DMSO-de ) S (ppm) : 5.18 (2H, s), 7.08 (1H, m), 7.23 (1H, m), 7.24 
-7.46 (8H, m), 7.75 (1H, m), 8.59 (1H, d, J=5.6Hz), 9.59 (1H, s). 
[0311] 

Mm 19-1 C^yVJk. f4- (2-7^tf'J y>-4--f;H^y) -2-7 

M119-2 2- (h 'J ptf-^vU^) J^f-JW T4- (4-^>y^^^v^^ 
lj? - J | /7? y-3- 7 ^n7xy»'» tf'Jy>-2 -^^l 7JJW^~h 
4 _ (4-^>->';v^-^v^;v > K-;l'75^-3-.7;i'*n-7x-;l/) tfUv>-2-77 
;V**>m(2.85 g) ON-^f-JUfta'J K> (30 m1)#*K b V*f-*7? > (2.59 ml), 
2 _ ( j. ij ^f-;i/->i;;v) x.jr;-fr (1.28 ml) ^TJflx.. $ -e>i:f 7xi^*^* 'J * 
TvK (2.59 ml)*UPitfco'a*#H»T, liat 1 P*|IK 9 0 fc 2 R 
(&**M*-C**PLfcfk »«if-n/(100 Bl)fc««K«**f b V *A**«U00 m 

LT#pjtL^ffiSr'>'; *y;^7A^ov h^77-r- (i#ffii£ ; > : WJR-*-^ 
;v= i • l ~ i : 2~ftSif^~HSl 1 ^;i' : *y-;u=2 o : l ~ l o : D x-ffl 

) xf^ [4- (4-'<>'-/>tJf>*)l'*-*'7S/-3-7«'tn7x;*->) ^ 
, ; c;^- 2 --f #;w^-b ( MM 1 1 9 - 2 ; 747 mg, 20.2%) > m^fct L 
T^>^^ [4- (2-75^ , J-^-4-^l't^y) -2-7**D7xi*] 
#;W^- b (SSiiil^i; 618 mg, 23.5 X) *%tz a 

m&M 119-2 ; oo 
^-NMR Spectrum (CDCh) 5 (ppm) : 0.06 (9H. m). 1.03 (2H, m), 4.24 (2H, m), 5.23 ( 
2H, s), 6.54 (1H, dd, J-2.0. 5.6 Hz), 6.59-6.64 (1H, m). 6.66-6.93 (3H, m), 7.34 
-7*. 42 (5H. m),.7.61 (1H, m), 8.10 (1H, d, J=5.6 Hz). 8.15 (1H, m). 
ESI-MS : 520 [M+Na] + . 
Mit#ll 119-1 ; 

'H-NMR Spectrum (CDCh) 8 (ppm) : 4.49 (2H, m), 5.23 (2H, s), 5.95 (1H, d. J=2.0H 
z), 6.26 (1H, dd, J=2.0, 6.0 Hz). 6.84-6.90 (2H. m), 7.00 (1H, m), 7.34-7.42 (5H 
. m), 7.94 (1H, d, J=6.0 Hz), 8.10 (1H, m). 
ESI-MS : 354 [M+H]\ 
[0 3 12] 

S&0I1 2 0 ^>v;V |4 - [2- (3, 
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[4- (2-7^^'Jv'>-4-^;Vt J fy) - 2-7^tD7x-)V] * 
- h (163 mg, 0.461 mmol) ©f b 7 .k Kn 7 7 > (4.50 mL) ittfcK 1- 'J ifJVT 
5> (0.128 mL, 0.918 mmol) fciOx., ?dd^|7i^ (0.0872 mL, 0.695 mmol) 

*;UAT5 K (2.0 mL), ^^f;V7 5>Sli (188 mg, 2.31 mmol), bUaf-^TS 

> (0.386 mL) fciJQx., Iiai?81irai#Lto E)t«i:fi|xf* (50 ml) (30 m 
im^T^EBL/Co *«US *<&5fllA*faK (30 mL X 3) -Ctfefc-U «6*aE»thV>A 
•C(e*Lfco L t# b y 'J 7 A ^ 0-7 h ^7 7 < - (?&tB?£ 

; i|[if;k-Sixf;v : * * / -;!/= 2 0: 1 ) T?fltSU 8l3tfe*fr*£: LTBW» 

(165 mg, 47.5 %) «r»fc 0 
^-NMR Spectrum (CDCb) 8 (ppm) : 3.02 (6H, s), 5.22 (2H, s), 6.51 (1H, dd, J=2.0, 

6.0 Hz), 6.87-6.90 (3H, m), 7.20 (1H, m), 7.25^7.42 (5H, m), 7.66 (1H, d, J=2.0 

Hz). 8.03 (1H, d, J=6.0Hz). 8.12 (1H, brs). 
ESI-MS (m/z): 425 [M+H] + , 447 [M+Na] + . 
[0 3 13] 

tRUtmi 2 1 1 — r 4 — (2-7<;tf'JyV-4-^;>t^y) - 2-7^tn7x 

_ 3 - \2- (4-7^^071^^) Z±±2Ll ^^7VT 
2 - ( j. 1; ^ f;i/yi; ;u) xf Jl/ [4- ( 4 -sOVftrir'* v * ;VsK-^T ^ J - 3 - 
7WD7i/^» »; y > - 2 - >f *] #;ws';<-b (222 mg) Of h?HKn75 

> (7.0 mL) it&Kl 0%^7y'7AKI (71.2 mg) **M*CT\ SfflT25 
I^BiffLfc, ftMfcfc^BIIU a**.**-'-*' (5.0 mL) "Cifei^Lfco HlWfc, 4- 
7^D7i^l (103 mg) > miTX-fr (0.448 mL) fciDX., 9 01Ct3 0 
mWL, -Zti%mE.Tmi&\>tZo SSSfcT-feb-hV* (5.0 mL) ^y7 
yf*iJ 7 A (130 mg, 1.34 mmol) SriD*., 5 0ttlffll*fU:, iWJEJ&ifcfc* 

sa-c, fto^&i-tra*:, aatfi^wjwpLfc. (want a 

«Jttt*(30 mO^Jinx-T^gaLTto *r«»*-ft«fttt* (30 mL x 3) "e^^L, UStK 
Wtf'j7it-KiL^o MiLtH^^Stf h5tKn7?^(5.0 mL)K. 
fllfll lMf >77*f^7>t-9A 7mj K-f>7t Kn77>SS(0.8 

91 mL)Srlrax> M"C3 053-|W*#Lfco KfSfc*?**U lMf h?rf*7>*-9 
A 7 n 1; K-r h 7 k KD7 7>S$(0.1 mDSrifittlL, Sift"C3 0*HHl*PLfc o $ 
<bK lMf h7 7*f*7 y*-7A 7n'J K-fh7t 7 >»ifc(0.5 mDSrilSP 

U MT— WMSLfco RJ6*CftBfcAf-* (50 ml) fct&#n^m7K(30 ml) £iD;tT# 
ELfco (30 mL X 3) tftil, JMcttftT- h V * ATKJtLfc. 

?#SS*LT#e>tt7'«:^^ : Srv' 1 J*7 , ^*7A^n-7b^v7^- (FUJI Silysia NH, 

»ffi*;^7*^v :Hm-^^^=i : 2 -fta-xf-^-WSl^^^ : ^^^-^=20: 
1-1 0 : 1) -CffiSSL, gftjtfeflllJRW i: tTBWW (75.4 mg, 43.5 X) 
'H-NMR Spectrum (CDCb) S (ppm) : 3.73 (2H, s), 4.52 (2H, m), 6.02 (1H, dd, J=0.4 
, 2.0 Hz), 6.31 (1H, dd, J=2.0, 5.8 Hz), 6.88-6.92 (2H, m) , . 7. 08-7. 13 (2H, m), 7 
.27-7.31 (2H, m), 7.98 (1H, dd, J=0.4, 5.8 Hz), 8.26 (1H, m), 8.98 (1H, brs), 12 
.30 (1H. s). 

ESI-MS (m/z): 415 [M+H] + . 
[0314] 

Mjgrfflj 1 2 1 ipgmfrfrja&fr&TKgtt-rs. 

4-7**B7x-*ftl (482 mg) fcttft'f-*-*' (1.09 mL) fc»«?U 60*0^ 1 B# 
Wa^Lfco Ifitt-m ttftf*-^ (1.09 mL) *«ET«ISL, >^ 
>-C#»Lfc„ a**T-b h- h ;v (34.2 mL) »z»»U fty7^f*'J7A (607 
mg) ita*.. 5 0t-ei»B«ttU. JBOo*«raa*T**>*, 4- (4-75^- 
3 - 7 ^D7iy if vtf'J v>- 2 -^^75 > (500 mg) fcflDX., 1ST* 1 8 ftfflM 
#L£ 0 Rl&ifc * * (50ml )bW&L^+A' (100ml) "C^ISL fco ^WS £&W:&£*Ti5fci#- 
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7^77-1- (Fuj i Si lysia NH, MBM \ > '. fm^)V= 1 \ 2 ^ 

-Hsgftif-ZU : * 9J-fr= 1 0 : l)f»ILf:. @ftM*£i§*itU 
LTMft^^ffl^ (945 mg, MSN2. 9 %) (220 mg) J - 

)V (0.5ml)-yif^-f^ (2.5 ml)£3rax.> fctffffl £tl£5JRU v 

^^^^-^.^-e^^t, m%M.mirz>zti<z£ ^n-fe^ B B H t LT^ie^-g-t/ (42 m 

g) fcftfco 

[0315], 

«ff!)12 2 1- T4- (2-73yg'Jy'>-4->f/t'**'» -2 -7J^n7x 

2 _ ( ]s 1; j^jui/V )\>) x-*f-)V [4- {l--*.y*J)V-**i/i}fr-#—)\'T\S-3- 
7;i/tn7x^y) tf 'J > - 2 - 4 )V] J] ;W\*7 - b (200 mg) <7)x b 7 b'n 7 9 
y (20 mL) 0%/<5i">AR* (85.6 mg) **#H*CT\ 2 5 

nmfflfr\stZo t®M*Z>W\ U r b?fc: KD7 7n-ffitLf:o 5$tt20 mLK&^t:- 
IILf;, SU##t^ 2-7x-)V7W ?n'; K (0.0862 mL)<Z> 7 -fe b- b (1 
0mL)?£?8U ^*->7>$^'J *A (117 mg) £*n;l, M3t#H^T, 6 0'Cl:2B#Km 
WLtzfc, ISJt^U:. r^i:, ^ilit^?.$^ix.^ ^S-e2B#P^#L7t 
o ELfcmmMx-1-» (50 mDt&fnJt&KOO ml) ZtiWz.XfrW.LtZo %%km*$k%l'k 
JgTR (30 mL X 3) -eft^U il7X^m^b';^^-C-^L/>:o ilS*Lt#f>M 
v'J iiYfrli ? h ^7-7 - (^ffiiU ; -^7° ? > : ^M^}^= i : 1 ~ 1 
: 2~Hiif^) TifS^L, ?&HfeNlJ»(250 mg)*#7t 0 uWiffei«tl?:rh7 
fcKn7 7^(0.80i«L)i:glSIU 1 Mr b 7 -/f-^T = *J A 7a'JK-rh7^ 
K0 77 y#*(0-.804 mL)*3jq;U IIf3 0*M«fft/;. lMrh^WT^- 
■7A K--r Ko7 7>^f£(0.804 mL) SritjDn LT> gffl-eS C 3 

S#L£o ElSifcCWBfc 1 -*'*' (50 ml) fc|&#PAa7)c(30 mD^Snx-T^IBL/io 
tifejfiJAa*. (30 mL X 3) TftifrU j|*««t h^ATjeftLfc. **S*LT:f» 

: l ~ l : 2 ~^^^f-;u~g^^f-^ : * * y-^= i o : l ) t-iSL, tefe&^i: 

i,'T*|Bfl:^« (58.9 mg, 37 %)*#£o 

l H-NMR Spectrum (CDCla) 5 (ppm) : 3.75 (2H, s), 4.83 (2H, brs), 6.00. (1H, d, J=2.4 
Hz) 6.32 (1H, dd, J=2.4, 6.0 Hz), 6.88-6.93 (2H, m), 7.26-7.45 (5H, m), 7.93 ( 
1H. d, J=6.0Hz), 8.25-8.29 (1H, m), 8.87 (1H, brs), 12.34 (1H, s). 
ESI-MS (m/z): 397 [M+H] + . 
[0 3 161 

2-7i-^7W 7n'JK (0.378 mL, 3.00 mmol) ©T-feb-bUA' (30 mL) « 

y7V|* 'J *7 A (583 mg, 6.00 mmol) fclWx., MH#I3$CT\ 5 0'C'Cl. 
5«»L£o ato**M*^**Plfe, 4 - (•4-7U-3-7^D7x^-> 
) fef 'J i> V — 2 -4 ;WT 5 y (438 mg, 2.00 mmol) ZtiUz., 1 3 Wffi$kWl>tz 0 

RJS»**(50 mL)fc»R^*-Ml00 mL)T^@2L7t 0 b 'J "7 A 

fca»*3/'J *W5A^nv b tf7~7-<— (FUJI Silysia NH, ; ^^"9"> : B£ 

^j^;i>=i : i -i^ixf ji/~ftixf : ^ ^ ;-;i' = i o : i)-c»«Lfco SW 

*li»t»«U iSfe?*^ LXmmft&® (271 mg, 34.2 %)£»fco 
[0 3 17] 

MitffJl23 *yz?fr (2-yfr*v-l- 12- r3-7^JV-3- (l-*?-* 
fcf^U 4 -4 ;u) frWK] t^'J v>- 4 -4 ;v^-^r->l ?_^EJkj ajwo-b 
[4- (2-75/t' , Jv^-4-^^*y) -2-7*tn7x^] * 
;Wn ^ _ j. (200 mg) <DT b y £ Kn 7 5 > (5.0 mL)' ^^tC b 'J J-f-A'T 5 > (0. 197 m 
L) ^Jnx.. 7nD«7x-)V (0.107 mL) *«TFU MUX I O^BIS^Lfc. R(£ 
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ifcfr«EET*«M^ »«KN, N-^WM7 5K (2.0 bL), l->f-)U-4- 
(^f;l.75/) kf^y (0.329 mL) ?:Un^, ifif 1 8 W1i#Lf: 0 EJS«C» 
Bft^f-A' (50 mDfcTK (30 ml)4:l)Px.-C^Setyio lr«8tfi»ft** (30 «L X 3) f 

^7^77^- (FUJI Silysia NH, A^^:»»xf^=l :2~TO^^^~ 

ftBiif-^ ^^7-^=20:1-10: i) t?«h&u i&Srfe©**: Lxmzit&yd 

(117 mg, 40.7 %) *r#fco 
J H-NMR Spectrum (CDCb) 5 (ppm) : 1.63-1.67 (2H, a), 1.72-1.82 (2H, m). 2.04-2.11 
(2H, m), 2.28 (3H, s). 2.88-2.92 (5H. m), 4.17 (1H, m). 5.23 (2H, s), 6.52 (1H, 
dd, J-2.4. 6.0 Hz), 6.85-6.92 (3H, m), 7,22 (1H, m), 7.34-7.44 (5H, a). 7.68 (1H 
, d, J=2.4 Hz), 8.05 (1H, d. J=6.0 Hz), 8.12 (1H, m). 
ESI-MS (m/z) : 508 [M+H]\ 530 [M+Na] + . 
[0 3 18] 

MMLL1A 3 - T4- (4-T^y-3--7;u^-a-7^/^r-» 

^>v;w (2-7;v*n-4- 12- [3 3 - ( 1 -* f-/H£*'J V>- 4 

->f;i/) ^NK] tfu 7*-*) (no mg) or 

Yy\LYuyyy (10 mL) 1 0%^7y'7ARf (46.2 mg) fcflll*^ 7KS#H^ 

T; ISt-l 8#W*J*bfco IM**%BUU fb7tKD7 7>t«L/:o ***** 
*tt**HJ*AT|£J«U 40 mLfc4**T?*ttU «JtfeO»«tt L"C § b 
5tKn7 7^(40mL) RfB li^lW I" Jiff LfciWtL"C> JfcRlBKfflv* 

ESI-MS (m/z): 374 [M+H] + . 396 [M+Na] + . 
[0 3 191 

«at«l 1 2 5 2 -75^-4- (4--fn7x; ^y) g_y_y> 
2_ 7 ;y_ 4 - ? nnt''jy> (2.00g) B-^f^^'JK^ (31.8ml) 
*; «#B^T> 4--hD7x;-^ (6.51g) , N, N-yMVT-nfjVxfJVT 
(15.9ml) *inxT150t:U-C3 BRffifU. RJ6**M*-C*»«. fifcftt** 
1 N^BMb-f b (32ml) -e#KLfco #«Ji**x ttW***t?JH^* 

#U b U 7At«L/;o »»fc«ffi«iWU f»e>iifc»aE*f U j3*f)V* 

■7A^n7h^7^ - (itffiifc; ^*-9-> :SKxf^=i:2~l:5) fc*i)fcilLfco 
Bttfcl!#*«aift*aU »«E4r«ffiS£<fti-*ifc^«tO»IB<b'frW (764mg, 21.2%) * 

'H-NMR Spectrum (CDCls) 5 (ppm) : 4.54 (2H, brs), 6.11 (1H. s), 6.35 (1H, m), 7.17 
(2H, m), 8.05 (1H, d, J=5.6Hz), 8.27 (2H, m). 
[0 3 2 01 

M-EH126 K'niJy^-l-Am-/ 1 )^ TvK [ 4 - ( 4 -- b g 7 x 7 * 

2_75y-4- (4-zFD7i^y) WW (490mg) fcaUSSffflfcT, r b 7 
■ tKn77> (10ml) h>JxW5> (0.886ml) , ^of|7i-* 

(0.798ml) t*TLfc* t 20#«#Lfco Eei^D'Jyy (1.42ml) *i)D*.s 40# 

A^D7'K57-f - (»B)ft ; A^t> : *«xf ^=1 : i-i:3) ci9»»Lfc. 

§B*B*t«ffi«t^ iS^ESiSti-tl^ Q&mt&m (639mg, 91.8%) * 

l H-NMR Spectrum (CDCls) 5 (ppm) : 1.98 (4H, m). 3.46 (4H, m). 6.65 (1H, dd, J=2.4, 
5.6Hz), 7.08 (1H, brs). 7.19 (2H. ■), 7.84 (1H, d. J=2.4Hz), 8.16 (1H, d, J=5.6 
Hz), 8.28 (2H, m). 
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[0 3 2 1 ] 

«ffi)127 tfD'J-yv-l-^^^v^'Jy^ 7->K [4-(4-7^/7x;^ 
-»bfU v>- 2 -^fJH 7jj 

eniji;y-l-*m"> , J^ 7vK [4-(4--hD7x^-»f'J->^-2 
7 5 K (636mg) *t h7KW77> (18ml) (18ml) 
MfS#ffl^TK10%^7 v>7Aj£3s (412mg) Srfln*., ifcl*! *7jcgsgm LT-njfe 

»U yxf)H-r)l' (10ml) (10ml) Klmk-X^mZ^tZo @#?r^^L 

, 1 ig'Jgrf (524. 9mg, 90.7%) 

^-NMR Spectrum (CDCb) 8 (ppm) : 1.95 (4H, m), 3.44 (4H, m). 3.64 (2H, brs), 6.48 
(1H, dd, J =2. 4, 5.6Hz), 6.69 (2H, m), 6.90 (2H, m), 6.95 (1H, m), 7.66 (1H, m), 
7.99 (1H, m). 
[0 3 2 2 ] 

M^J1 2 8 3 - [4-(4->hP7x;^ J /)e'jyv-2->fJH -1- l-v7 

2-75 7-4- (-Fn7i;^) (761mg) ^E^M^iT> t h 7 t K 

n77^ (14ml) **»?&»T, b'Jif/l'T^ (1.16ml) , ?nn« 

7i-JP (1.05ml) ■fcffiTLfc«30fl*#Lfco 2 N~>* * **7 5 > (>*/- 

(6.95ml) fciJDx., R»S* , «r»**f-A'fctt«ltt'fl;7>*-'>A 

v'j *^^7A^o-7 ^77^- (ftttift ; : SSSif^=l:i~i:5) 

■JttSLfco »***ffi**U «*«:«E«»1-*tfct=J:i)«IB'fb'frW (609mg, 72. 
5%) *^fel#Ut#fc 0 

l H-NMR Spectrum (CDCls) 5 (ppm) : 3.03 (6H, s). 6.65 (1H, dd, J=2.4, 5.6Hz), 7.19 
(2H, m), 7.21 (1H, m), 7.80 (1H. d, J=2.4Hz), 8.16 (1H, d. J=5.6Hz), 8.28 (2H, m 
). 

[0 3 2 3 ] 

atifrMl 2 9 3 - r4-(4-7^y 7.^y^'>')fcT 1 Jy>-2--f ~ 1 ■ i-^> 
fvfrg ^7 

3 _ [4_( 4 _- ].n7x;^)ev v>-2--f;U] -1, l-/Vf;^l/7 (60 
7mg) tf b?KFD79V (20ml) -*9J-* (20ml) Kigfil M*#H^i 
Tfcl0%;<?5>*A&* (236mg) £;bD;i, ^f*3 LT-»«# Lfco 

C t K J: IJ StSE-fb^* (529. 5mg, 96. 7%) 

J H-NMR Spectrum (CDCb) 8 (ppm) : 3.01 (6H, m), 3.64 (2H, brs), 6.48 (1H, dd, J=2. 
0, 6.0Hz), 6.70 (2H, m), 6.90 (2H, m), 7.11 (1H. brs), 7.61 (1H, d, J=2.0Hz), 7. 
99 (1H, d, J=6.0Hz). 
[0 3 2 4 ] 

gMl 3 0 r4-(4-^fQ7x>'^-»e i jy>-2->fJ/1 ftjWlg_g_g 7v 
K 7x-JVxXf;i/ 

2-757-4- (4--hn7x;+-» fc?Vv r > (600mg) £M5ii#ffli«;^ rf7 
KKD77^ (12ml) F , J*f*T5> (1.09ml) , ^ n n ¥flfc 7 * - * ( 

0.979ml) fcSSTLfcfc, 20fl-«#Lfco BJSWLK.**'*') > (1.81ml) SrUDx., 25#ffl 

*iPxSR***^o @#£*>S*U m$XMmir&Z.b\z.iit)&&4t&% (854mg, 93. 8X) 

'H-NMR Spectrum (CDCb) 8 (ppm) ; 6.73 (1H, dd, J=2.4. 5.6Hz). 7". 14-7. 24 (4H, m), 
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7.32-7.46 (3H, m), 7.71 (1H. d, J=2.0Hz), 8.27 (2H. m), 8.32 (1H, d, J=5.6Hz). 9 
.07 (1H, brs). 
[0 3 2 5] 

^jt^lJl31 ^Efrfr'J y- 4 2 9 T± K U-(4--bn7x;^r 
v>- 2 7 5 K 

[4-(4-^^D7iyJfy)t' , J-/V-2-'f^] 7vK 7x-^ 

(250mg) *ttS5#H&T\ 7-h?fcKn7?> (7ml) (0. 
187ml) *tnx.fc&, EJS**Mt=RL-lfta»Lfc. KJ&Jftfc-fcA'* V > (0.187ml) 

r j. t m mitr * * - *? fomwrzfrw. l tz „ tmrnfeitr > * - * a 

*, Tic, ffijfriA£*-CJH&i5l5i*U h U a T?(gjftLfco iMi**E*MU- 

#etL7t^i£*'>y *y**7A^7 - (*&&$ ; : B^K^^= 

l:i~l:5) tiOIWUo HWI&IHfrfcJftEiifc. jftffittfci-* - k «?*B'fbfr* 

(152mg, 61.9%) **feS#fcUHfc. 
'H-NMR Spectrum (CDCb) d (ppm) : 3.49 (4H, m), 3.73 (4H, m), 6.66 (1H, dd, J=2.4, 

5.6Hz), 7.19 (1H, m). 7.21 (1H, m), 7.29 (1H, brs), 7.75 (1H. m), 8.17 (1H, d, 
J=5.6Hz), 8.28 (1H, m), 8.30 (1H, m). 
10 3 2 6 1 

MjfeffU i 3 2 j&jv^y y- 4 —pastf^-i/V 2 £ 7~>K [4-(4- 7;;7xy^ 

v) /Ul 7 5 K 

*/u*i;y-4-*>ni?*S"J 7vK [4-(4--fn7i^y)e , Jy^-2 
--f/U] 7 5 K (227mg) i:x^;-^ (10ml) (2ml) «:l)PxT»«|**«:«, TO 

(150mg) , M.itry^-^ A (300mg) ?rJPx.Tl^^MS»!E tfc Q Ri£?fc*£». 
fT-<£±PU iixf;v-f h7fcKo777 (1:1) &flnx.T»#L&o ^T#%«r-b7 

hfcilLT^iiU «sH*xf-/K tK-C^Ltco ***t> i&ftAS 

7fcT-»U **«ith';9A-PWILfc. U #&*t^SI** ->•;•* 

iijfllilLfco @W«ftH«-*«Et«»L, nhtitz&mziSx-f-fr^-Tfr (6ml) 
*-9-> (12ml) tDnitTJlfllS-erfco H#**1RU M%&M-fZZtKX •j^sB'fb^ 

(81.3mg, 59.3%) *$ffeI#tU#fco 
'H-NMR Spectrum (CDCb) 5 (ppm) : 3.48 (4H, m), 3.65 (2H. brs), 3.71 (4H. m), 6.44 
-6.56 (1H, m), 6.71 (2H, d, J=8.8Hz), 6.90 (2H, d, J=8.8Hz), 7.21 (1H, brs), 7.5 
7 (1H, brs), 7.99 (1H, m). 
[0 3 2 7] 

M^#ai 3 3 4 - (go y vy- i znUkl ^'jy>-i-» ^*->'Jy» Z-k 

K [4-(4-7<77x/Jf-y)e'jyy-2--fM 75 K 

[4-(4-zhD7xMy)K' , Jy , /-2-'fJl'] 7 7xx;i/;t;3. 

(lOOmg) tMisOT^T, fh7bKn77> (2ml) KfeM^t. 4- (tfnyv 
y-!-^) \£^)Vy (148mg) fcJn;Lfcfc, 50fl-|Bia#L;fco RJEE**ft«xf-^ 

JSSSrv'J 7A?d-?F 757-f - (Fuji Silysia NH, }§tiii£ ; : I£ 

»jtf-iu=l:2~l:8) Ci^IL/:, »#*«E«*liU att*«E«fttiii:i:J: 
»9 4- (tfo V'J-y- 1 -*A0 tf^y l-7j;v*~*vy v 9 7vK [4-(4 

-xhn7x7+y)i; , jyv-2-'f;v] 75 K^fi^M t Ltftto 
4- (tfn >j v- l —4 tT^y 1 -*^f*y'J ? * 7vK [4-(4- 
- YU7 3.J *i/)\>Vyy-2-4 fr] 75 K (117mg) t^9KKn7?> (3ml) 
( 3ml ) Ili:iaTi:i0%/<7y7A^ (61mg) ^iP 

fl/Ttt^L^o U #c,ixfc^afetci7if-;i/x-x^ (2ml) ( 
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2ml) *3bPx.TJ8»$*fc» B#**IfcU a5R«*-f*iteJ: "9^IE<b^% (59.5mg 
, 54.7%) intzo 

l H-mR Spectrum (DMSO-de ) <? (ppm) : 1.27 (2H, m), 1.66 (4H, m), 1.78 (2H, ■). 2.11 
(1H, m), 2.46 (4H, m), 2.85 (2H, m), 3.96 (2H, m), 5.04-5.15 (2H, m), 6.46 (1H, 
dd, J=2.0. 5.6Hz), 6.60 (2H, d, J=8.8Hz), 6.80 (2H, d. J=8..8Hz), 7.29 (1H, d, J 

=2.0Hz). 8.03 (1H, d, J=5.6Hz), 9.06 (1H, brs). 
[0 3 2 8] 

1 3 4 4 - i^Hl 1 -■< >±1 1 -»^aK4r->'J y » t-> 

[4_(4_- Yu?jl/ *v)k?'J yy-2-'f AO 7'>K 
rA (lOOmg) *E^#H^T> f F5HKD75> (2ml) £}§#f£-ti\ 4- 

^'Jy'V (144mg) £*n*.*:^ 30#ffl»Lfc o KBWLZ&m. 

5lft-> , J*^A7A^n7h777^- (Fuji Silysia NH, v#tii?& ; : @fc 

iif* = l:2-l:8) Ci^SU i#«£ii£J£i&*S. - t K J: <9 4 - (tf 

^Vv^-l--f^) fcf^'J 1 v * 7yF [4-(4--hn7 

x / * -» e U y ^ - 2 - 4 A] 75 K kLTft. 
4 - (tf/^ij v* >- l ;u) tf^i; 1 -*^v') 7 ? 7vK [ 4 - ( 4 

l-n7j;;+y)^ , Jy>'-2-Y;v] 75 K (I21mg) h ? Kn?? > (3ml) - 
(3ml) -tt*#IMCTC10%'<?S>*AlSi* (61mg) £Jnx. 

x~m&Ltz 0 u (2mi) (2m 

1) «rJra^TJRiB§*feo B#*%IRU I^t^itUJ: (84.8mg, 7 

5.2%) ^^ffco 

^-NMR Spectrum (CDCh) 5 (ppm) : 1.38-1.78 (8H, m), 1.86 (2H. m), 2.38-2.54 (5H. 
m), 2.85 (2H, m), 3.65 (2H, brs). 4.12 (2H, m), 6.48 (1H, dd, J=2.0. 5.6Hz), 6.6 
6-6.76 (2H, m), 6.86-6.94 (2H, m), 7.20 (1H, m), 7.57 (1H, m), 7.99 (1H, d, J=5.. 
6Hz). 

[0 3 2 9] 

§Ejgfffll 3 5 3 - [4-(4-75;7x^y)^'Jy>-2-^ 1 -1-^A- 
1 - ( 1 - ^ ±±\Z^ x ) 2 > ~ 4 - d. 2 

[4 -(4 b D7 x/ fcf'J V >- 2 HAr/lSy? 7 ~> K 7i^x7 

r)V (150mg) *a*#BMlT, N, N-y^fW^75K (4ml) N- 
^ ^ ;V _ N _( J _^ ^kf^v) 4 -4 A)7 5 y (0.186ml) ZtiUz.l&fflMftLtz 

fc 0 *ifc£WE«l»U #<b*l£5ltg£->'J *W5A^D7 b^77 4- (Fuji Sil 
ysia NH, ffillft ; ^7^ > : Btif ^ = l:l-ff»xf KiOffiSLfco gttWM 
^iEiltS^Ci^- [ 4 - (4 - - h D 7 x / *y) f'J y V - 2 -f ;V] - 
1 _ ;!fJ l / _ 1 _( 1 -^f;Hf^'Ji;y-4-'f;V)7V7 (117.7mg, 71.5%) i&nWi 

mtLmtzo 

3 _ [4-(4--hD7x7*y)e'Jy>-2-^^] - 1 - * f"*- 1 - ( 1 - * * 
;i/kf^U v>-4-1';U)^^7 : £-xh7t: KD 7 7 V (4ml)-;* * ^ — M4ml) 
MSt#B^WF, 10%^7y7A^f (65mg) **P£, £*ft®& Lt- VftMft L 

tzo &ft*mmm.&Ltz&, aMiE**«u ;-)i>x-m&Ltz 0 *»s:«e»»l, 

#ib*L£$§a££ ->'; Yifyy-i- (Fuji Silysia NH. ?#ti}i£ ; WfM 

xf;i/) fcigfflSLfco attM«-*«ETatti-*£fcKJ: OSffi^* (113.5mg. 

^-NMR Spectrum (CDCb) 5 (ppm) : 1. 25-1. 32 (1H, m), 1.77 (2H, m). 2.08 (2H, m), 2. 
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29 (3H, s), 2.84-2.96 (6H, m), 3.65 (2H, brs), 4.20 (1H. m), 6.48 (1H, dd, J=2.4 
, 6.0Hz), 6.70 (2H, m), 6.90 (2H, m). 7.14 (1H, brs). 7.62 (1H. m), 8.00 (1H, d, 
J=6.0Hz). 

ESI-MS (m/z) : 356 [M+H] + . 
[0 3 3 0] 

m&m 136 4 - (4-7;;-2-7jvtP7x;^'» - 2 - r ( 4 - e kp # •> 

4 _ ( 2 -7^tn-4--hn7xMy) - 2 -[ (4 - Ko* v-tf^U S^- 1 
--f;V) 5 /]kf; ^> (169mg) fc* (5ml). - f h7t K0 7 7 

> (5ml) Srjpx.T.»»$*fc«, a**H*CTfclO%-*?3>* A^f (200mg) *Jnx, 

! H-NMR Spectrum (CDCh) <5 (ppm) : 1.40-1.70 (2H, m), 1.80-2.00 (2H, m), 3.10-3.30 
(2H, m), 3.74 (2H. brs), 3.80-4.00 (3H, m), 6.40-6.55 (3H, m), 6.90-7.30 (2H, m) 
, 7.58 (1H, s), 8.01 (1H. d. J=6.0Hz). 
[0 3 3 1 ] 

HaUJ *fr*i)>-4-i)Jl>tf>&. [4- (2-7^t n-4--fP7x/ 

±2) \£v v>- 2 z^LjLl ZJUf 

- 4 _ (2-7)l/tn-4--hn7x;^) fcfU 3> 2 --f ;UT 5 > (1.00 g) <Dy 
fnFD75V (50 ml)»*fc, *^T>')xf«'7 5;/ (1.12 ml), *no« 
7iz^ (0.906 ml) £2rax., - tL4r?X^T 1 H«#Lfco RJ6ftfc*E»»L;fco 5* 
gCN, N-^f***A7§.K (16 ml), (1.4 ml) SriJPx., S*t 4 . 

5HWI$Lfco EJfcffifcftB^*-* (150 ml), * (100 ml) SrJllxT £ iiitSLfc. 

(50 ml) C|»S*fc, £OHte£mU K -UK t 

T^K-ffrfrW (941 mg, 64.8 %) =£r#^ 0 

J H-NMR Spectrum (DMSO-ds ) S (ppm) : 3.42 (4H, m), 3.56 (4H, m). 6.77 (1H. dd, J=2. 
4, 5.8 Hz), 7.51 (1H, d, J=2.4 Hz). 7.59 (1H, d. J=2.4 Hz), 8.19 (1H, m), 8.23 ( 
1H. d. J=5.8 Hz), 8.43 (1H, dd, J=2.4, 10.4 Hz), 9.44 (1H. s). 
[0 3 3 2] 

«ifrwii3 8 *ju*'J>-^- 4 [4 - (4 -r^-2-7»tP7xy 

^;v*'J y-A -*^#>BE [4-.(2-7Wn-4--fn7xMy) tT';->*> 
_ 2 -^;v] 75 K (941mg) <l>x.9J-to (50ml) HMK, 7jc (10ml), lit© ( 
581 mg), latftTV*-*?* (l.H gK N, N-y^MU7? K (0.75 ml) SrjQ 

0 ml), 7jc(100 ml) tJjBx.Tiir«r*BLfco TkJf SrH^^^fflitt Lfco 
aitiy'jSJW^A^OTh^?^- (FUJI SilysiaNH, jgffitt \ > '• » 

i : l ~ i : 2 ~&Wt^i- * • * * s-»= 20:1-10:1 

) -wHMRLfco B»»ii55-*»i6u mn&mmdtvx&u<t&yo (759 mg, 87.8%) 

. 1 H-NM°Spectrum (DMSO-de ) S (ppm) : 3.40 (4H, m). 3.55 (4H, m), 5.44 (2H, m), 6.40 
(1H, dd, J=2.4. 8.4 Hz). 6.49 (1H, dd, J=2.4. 13.0 Hz), 6.54 (1H, dd. J=2.4, 5. 
. 6 Hz), 6.95 (1H, m). 7.32 (1H, d, J=2.4 Hz), 8.07 (1H. d. J=5.6 Hz). 9.20 (1H. s 
). 

[0 3 3 3] 
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Vki&mi 3 9 3 - T6- (2-7;^n-4--ha7xy^r-» t f-'J v>'v-4-^ 
;H -l - (3 - 5 J -fxx - i-^f;v»V7 

6 _ ( 2 -7 J i,tn-4--fD7x^-» eiJ§y>-4^^7?> (50mg) £M 
$#H*tT\ rb7kKn7?> (2ml) " **«**PTC b 'J xf*7 5 

V (0.0697ml) , ^nn^7x^ (0.0627ml) SrSnx., MtT30fl-|Bia# Ufco R 

Lfclft, fffctUt&SKN, N-^f-WA75 K (2ml) , N, N 
-yicf-JU-N' ->f^yo/0-l, 3-S>7 5> (115mg) £*P;i, MT2I$HI« 

<ffc7>*-vA7Ki#?£> 7X> IMfttt*-C«*ife»U i*«ftHJ^AfgfL^o 

; /^#^>:ifcB.xf-/i,=2:l~l:lHfc*J-*\A':** ^-^ = 19:1) TffiSliLfco 
WfrfcWEEifcKU aa*«BE(«»i-*it»-J: 9 (55.7mg, 66.2%) SrfTfe 

>H-NMR Spectrum (CDCh) 8 (ppm) :1.08 (6H, m), 1.82 (2H, m), 2.51 (2H. t, J=6.0Hz) 
, 2.68 (4H, q, J=7.2Hz), 2.94 (3H, s), 3.41 (2H. t, J=6.0Hz). 7.39 (1H. m), 7.56 
(1H, s), 8.10 (2H, m), 8.29 (1H, s), 11.70 (1H. brs). 
[0 3 3 4 ] 

MM 1 4 0 3 - r 6 - (4-7^-2-7Hn 7x^->) H'J5y>-4-^ 

- i _ (3-yxf«/7? y/PfcT^) - 1 -> 1" 7 

3 _ [ 6 _ ( 2 -•7)\s*v-4 -=• fn7x^ *v) tfl) 5 V 4 -4 -1- (3 
.,^^7 5 y T'ntT;!/) -l->f;l"7W7 (54.0mg) b?tKD7?V (2ml 
) _y^y_ ;t/ (2ml) Ci|ilH/:= JKJ&fcKlOfc^^Ajft* (27.2mg) £iJDx.> 

A- (FUJI SilysiaNH. ^ffitK I ^*-9" > :*»xf-^ = i:l-||i»xf^ TMMfcLfc 
o Bfl&»M*t«E«tti-*ifc^iO*Bft'ft* (34.3mg, 68.6%) ***feBHJcfc L 

l H-NMR°Spectrum (CDC Is) 5 (ppm) :l. 07 (6H, t, J=7.2Hz), 1.79 (2H, m), 2.49 (2H. t, 
J=6Hz), 2.67 (4H, q, J=7.2Hz), 2.91 (3H, m), 3.39 (2H, m). 3.70 (2H, brs). 6.45 
(1H," m). 6.49 (1H, dd. J-2.4. 11.6Hz), 6.97 (1H, m), 7.20-7.30 (1H. n). 7.40 (1 

H, m), 8.33 (1H, m). 

ESI-MS (m/z) :391 [M+H] + 

[0 3 3 5] , . 

^yjjjk (2^7^^-p-4- 12- r (4-fcTp';v>-i-^^^ 

[4- (2 -7? 7 tT'J 3>>-4 ->f/U**-» -2-7J^n7x^)l'] * 
;l/A y _ b (230 mg) «f h7tFQ75> (6.50 ml) »jSi:b'JxW5 V (0.181 
ml.) «r*D£> MjBfT^D^xiA- (0.123 mL) *STU 1 0#H«Lfco 
KJe***flETfc**Lfc. N, N-^W^75K (2.0ml), 4- 
>j-y-;v) ^'Jv> (301 mg) fcflpiU Safi lWSJ^tfco Ki&tfcfcftSP^A' 
(50 ml)k*. (30 ml)£iJII*.T#ffiLfco *aW*«S«Iftft* (30 mL X 3) ^ifcifrU 
h 'J 7 A -e&mhtzo »«« * LT» <b *tfc£|£ S:V';*^*?A^nv> 
^77^- (FUJI SilysiaNH, »tbit ; ^7^ > : »«xf j|/= 1 : 2 ~ft»xf 
S^xf/i/ :^;-;u=io : l ) -r««U »EJtfe»*fc LTSIB-fk^ (165 mg, 
47.5 50 

'H-NMR Spectrum (CDCh) «5 (ppm) : 1.27 (2H, m). 1.47-1.56 (2H, m), 1.93 (4H, m), 2 
.20 (1H, m), 2.57 (4H, m), 3.00 (2H. m), 4.02 (2H, m). 5.23 (2H, s), 6.50 (1H. d 
d, J=2.0. 5.6 Hz), 6.85-6.91 (3H. m). 7.34-7.44 (5H, m). 7.62 (1H, d, J=2.0 Hz), 
8.04 (1H, d. J=5.6Hz), 8.12 (1H, brs). 
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ESI-MS (m/z) : 534 [M+H] + . 
[0 3 3 6] 

ia^JU2 4 - (fcfo 'J V>- 1 -4 jk) ^^'J 1 -*>Hff>Bfc [ 4- (4 

-7<;-3-7JV^P7xM-» bT'J v >- 2 - >f JH 75 K 
✓Ov* (2-7**n.-4- |2 - [ (4 -\£u <; *?>- l --f ;vtf^V 5>>- 1 - 
j])V#=.)V) 7^] feT'J 9 Jy- 4 -4 7x-Jl/) #;W^-M91mg) 

l>7k(.'D77^ (10 ml) ?#tfcK 1 0%^7y'7^f (36.4 mg) fcttl*., *^#H^ 
5B#W«#Lfco Cii:x^y-jv(5.0 ml) .fciJD*., **SlATSa"e 
5B^B#F.3»L*:o ftfe*4r*.SIIU M©f b 9 n Kn 7 y yx*m.W U * 

ESI-MS (m/z) : 400 [M+H] + . 
10 3 3 7] 

gffBjjjl fcTn'j l -ftfr#*->'J y » 7->'K 16- r 2--7;v^-n-4- ( 

3-7x-;i/7-bWt7l/-f K) 7i^'>1 fci'J 5 v ^-4 7_§_£ 
SSI^B^T, 2-7*-*Ttf* 7H'JF (0.079 ml) *:7* b- b U * (3ml) 

6 0T:»CTf-*^7>BI*y *A (116.6 mg) tJElx., EliTC 2 l$W*#L, 
*:<, JSUS«*a»4T*aHfc. 4- (4-75;-2.-7KD7xM-» -6- [ ( 
t: - D , J ^ > _ 1 _^V) #;v*'-;u7S /] tTV5v> (76.0 mg) -7-feb-bU* (3 

mi) »&*ira;U n*w*#Lfco M^SHif^tMWlt b y 7A*f 

b 'j7AttSU, *m5A* 
(»tH«t ; ^^-9-^ : ^^^;v= l : 4) CiOttftU, SlftM 
#fcii»U fyi/^ICv^^^-T 1 ^ (3 ml) -^^^V (3 ml) **px.Tj»a 
Bff*%*lU il^S^-*** - ^ K * M<fr&» (53.8 mg, 45.3%) Srfife 
^tUf/:o , . „ JO „ 

'H-NMR Spectrum (CDCU) * (ppm) : 2.00 (4H. m), 3.49 (4H, m), 3.74 (2H, s), 7.42-7 
.50 (8H, m), 7.71 (1H, m), 7.86 (1H. dd. J=2.8, 11.6Hz), 8.83 (1H, m). 8.51 (1H, 
m), 12.43 (1H, s). 
[0 3 3 8] 

mmm2 m'j>-4-^mv")^ r±± Ll= r2-7^*p-4- ( 

£*£H*tT\ 2-7xi*>7*f* ?cm;K (0.064 ml) *7*h-hUA' (3 ml 
) 6 OtCTf* ->7'/i* 'J •> ^ (94.8 mg) fc3m*., WaT2I^W»# 

Lfc. !E6*tI«t»jp«, ^*'jy-4-*my'Jy? 7vK [6- (4 
-7?;-2-7)VtD7xM-» try 5 75 K (65. 0 mg) OT-t 

b-b'J* (3 ml) »«*anx.. lBMMItfLfc. TOifctlM^ii' ******** 

K';^A*»«-e*ELfc 0 #iOT*«^&Bfefc*-*-i*y ****** tt»±tt*-<? 
'';*m7A^7i>^77^ (i&ffiift;^*^ :wbm.*-*=i : 4) 

gL^Co B U fte.ftfcSSC^f^-^' (3 ml) -^*^> (3 

mi) tmz-rmmztto @#*%**u iMtJitci^ift^ (54.4 m 

g, 54.6%) «r6fe»*iLt1}fc, 

*H-NMR Spectrum (CDCh) 5 (ppm) : 3.53 (4H. m), 3.75 (6H, m), 7.42-7.50 (8H, m). 7 
.64 (1H, m), 7.86 (1H. dd. J=2.4, 11.6Hz). 8.34 (1H. m). 8.51 (1H. m). 12.44 (1H 
. s). 

[0 3 3 9] 

gjgjjj fefoy y>- 1 -3&JUaK^f~>JJ y » 7vK T6- ( 2 - 7)U*-p- 4 - 13 
- T2- (4 -7)V*U7 J^-fr) 7-b^-^l ±±J»W_Kj 7x V^r->) e»J5v>- 
4 - ;u1 7 5 K 
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fi*#ffl$tT\ 2-(4-7^*D7x-;V)7-fefJl' ^O'J K (135 mg) £7-bb-b 
'J;W (5 ml) eOtCtWT^'JW (152 mg) fciWx., RlfflT 1 

. 5l*«a#Lfc. KJ6«*M4 4- (4-7?;-2-7JHD7xM 
^) _ 6 _ [ (tfn'J 1 -'f/u) try 5 y V (99.6 mg) <07 

-t b- r (3 ml) »* frill*., 1 5*P3JlffLfco KJ&**»R|xf-^fctt»KtHl*. 
fjt:*- b 'J-)A**»^KLfc. &®®*&mRM*m+ b V •> *, 

*->';*w?A^n7h^?7-f- (^tb® ; ^4Mf> :^x^;v= i : 3) ci 
ijflHRLfco iWWH»**ISL. Sli:yifiH-r;i' (5 ml) (5 ml 

) itiUz-Xmffitmt^ B#**fl*U OSS-ft-fr* (111.8 mg 

, 69.5%) ***feH#fc LTftfc. 

'H-NMR Spectrum- (DMSO-cU) 8 (ppm) : 1.83 (4H, m), 3.41 (4H, m). 3.83 (2H, m), 7.18 
(2H, dd, J=8.8, 8.8Hz), 7.46-7.50 (4H, m), 7.50 (1H, s). 7.88 (1H, d, J=12.4Hz) 
.-8.40 (1H. s), 9.43 (1H, brs). 11.79 (1H, brs), 12.39 (1H, brs). 
[0 3 4 0] 

HJfcffiU ^J^Vy-4-^Wy'J-^ 7->K r6--(2 -7fr*P-4- 13 
- [ 2 - (4-7^tQ7x^) Tjbfvnj fJl2_WJd 7x^yj fc°' Jgv>- 
4 - -Y jWj 7j_K 

Eit#B^T\ 2-(4-7)^n7x^*)7W ?n'JK (l03mg) fcT-tb-b'J 
;v'(3ml) 6 0ti:tftv'7yi* I J'7A (116 mg) £*n;i> Rliat? 2 

WSfcftLfco Kl&«****-C*ai|fe, 4- (4-75;-2-7^D7x^y) - 
6 _ [ >-4--f AO *;V/f-JV75v"] tr';$->*^ (79.5 mg) -7-feb- 

b V ;v (3 ml) ?#&£*D;i, 1 0*W«»Lfc-. ElSS^ilif ^t^«f t b 

*W7A^v^77^- :l^^=i : 3) Kxvmm 

Lfco BWOTfl-srawat, nhtitinmz*j^TA>x--T)\< (5 mi) -^*-9-> (5 mi 

) fcJw£TiRSS*fc<,-B#*6fl*U J: (71.9 mg, 5 

6.9 X) *ISfeS#tLT#/: 0 

! H-NMR Spectrum (CDCb) 8 (ppm) : 3.53 (4H, m), 3.71 (2H, m), 3.75 (4H, m), 7.12 ( 
2H m), 7.22 (1H, t, J=8.8Hz), 7.25-7.34 (2H, m), 7.36 (1H, d, J=7.6Hz). 7.43 (1 
H, brs), 7.65 (1H, s), 7.86 (1H. dd, J=2.4, 11.6Hz). 8.34 (1H, s), 8.57 (1H, brs 
), 12.40 (1H, brs). 
[0 3 4 1 ] 

gyfeffjjjj fcf/^'J yy- 1 -Am->'J v 9 7vK 16- f2 -7A^P- 4 - ( 
3-7x-;i/7-bf;i/ft71/-f K) 7-xy*->1 TjK 
SS#ffi^T\ 2-7x^7W ?U'JK (0.068ml) £7-t b- b U >U (5ml) K 
eOt^tftyTyllA^A (lOOmg) Srflllx., Rjfi"T?l. 5^P5»t 
fc c RJS«*MS -WWPfc. ^ «; v > - l - * v V y * 7 v K [ 6 - ( 4 - 
7 5 ; _ 2 - 7;^n 7x / f'J 5 y > - 4 - -f ^] 7 5 K (114mg) -7-bb-b 
DA- (3ml) ifjfcfrinx.. 3 0*Wa»Lfe. Rl5ifc*»Kx?- b »J 

">A*»*"T?fl-BELfc6 #««*<&»]fc^£*by ****** imdm* 1 ?** 

^*7A?n7K77^- (FUJI Silysia NH, ; ^*-*r ^ : »»j t f-*'= 1 

I 1) CJ:»HWIU. B»»W0-fc*»U nhixtznm.\^y^^^--r^ (5ml) 
-^^-y-y (5ml) ^JpitTKS^^o BfrfcfcttU I^ftJ:ti:it)fM 
^ (88.8mg, 50.8X) ?r^f Ltf /;. 

>H-NMR Spectrum (CDCb) 8 (ppm) : 1.54-1.74 (6H, m), 3.48 (4H. m). 3.74 (2H, s), 7 
.18-7.50 (8H, m), 7.64 (1H, s), 7.86 (1H, dd, J=2.4. 11.2Hz), 8.33 (1H. s), 8.50 
(1H, brs). 12.43 (1H, brs). 
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[0 3 4 2] 

mMM6 \£**ViS>-i-1itutf*i'') 7->K [6- (2-7;V^a-4- 13 

- r 2 - (4-7ji/tP7x-;v) 7-fe^jH :£±»_WJil 7x;»-» tf'j^yv- 

Sf??#BIKT\ 2-(4-7**n7i-*)7^ * n 'J K (92mg) £7-feb-by 
;W (5ml) 60"CtITf-**>T^Bfc* V *>A (104mg) ^inx.> |WI?S&* Tl. 51$ 

WJfi# Lfco RtS**S»* "CfcSPtk ^ 'J V y - 1 - iJ -> V -y * 7 v K [6 
_ ( 4 _ 7;; _2-7^tD7iMy) b , 'J5y>-4-f;l'] 7 3 K (118mg) - 

r-th-h'j;v (3mi) v#?^^Anx., 30#w*#Lfc. KJS******-"******* 

*^*7A?n7 h^57^ - (FUJI Silysia NH, ^tBiS ; ^^r^> : Wf&*- 
f-;u=l:l) tl^SUo i"flMMH3-*»RU #<b^7t^atlcv^^^^-7-;v (5 
ml) (5ml) *3BiLT««**fca @#£^U I«««t4ii:CJ: USI 

ft-fr* (98.4mg, 52.5%) *itfe@ftt LTffco 

J H-NMR Spectrum (CDCb) 5 (ppm) : 1.52-1.74 (6H, m). 3.48 (4H. m), 3.71 (2H, s), 7 
.05-7.15 (2H, m), 7.22 (1H, t. J=8.4Hz), 7.25-7.32 (2H. m), 7.35-7.45 (2H, m), 7 
.64 (1H, s). 7.86 (1H, dd, J=2.8, 11.6Hz), 8.33 (1H, s), 8.55 (1H. brs), 12.39 ( 
1H, brs). 
[0 3 4 3 ] 

mfomi 3 — r 6 — (2-7JU*a-4- 13- [2- (4-7^tD7x-JV) 7-te 
±±] ff7i/^ Kl 7xy»-» ifu 5 v>-4--f;H -l. L^i£2L±iL2-LZ 
S^f^B^T, 2-(4-7JVtn7x^;v)7-bfiV *a'JK (148mg) £7-feb-bV 
;i/'(5ml) 6CC HTf t">7 ^Sl* 'J *7 A (167mg) SriPx., RSLT?5BS!Hlill 

#tt„ RjE**M*-e#iPlk I" [4- (4-75/-2-7^D7x^y) 
3 6 -xf;i/] _3_y>^;i/^i^T (lOOmg) -7-bh-b'J^ (3ml) 

>; -7 a -ce* l >t o mm % m&r cimuft?.jifc»«s->v*w7A?n7h/ 

57^- (?#tB?W ; : f^fxf^ = l:2) J: tmULtZa gWWH*«r*«!t 

yxfjvx-r^ (1.5ml) (1.5ml) ■^Jnx.trJKflJ^^o @#**#U- 

I««lt4ti:KJ:9«ift*« (125. 7mg. 75. 3%) ■ *«W!feB#i: LT#7t 0 
*H-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.95 (6H, s), 3.83 (2H, s), 7.19 (2H, m), 7.30 
-7.50 (5H, m), 7.88 (1H, m), 8.40 (1H, m), 9.60 (1H, s), 11.79 (1H. brs), 12.41 
(1H, brs). 
[0 3 4 4] 

S*ftffD8 4- (eo'jy'/-l->f^ 1 -*JU*K* '>'J 7vK I 

6 _ [ 2 -7HP- 4 - (3 -7x^7-bf«/ft l ) W K) 7x^y 1 g'JSV 
> - 4 - 4 M Z_j_K 

^3f#B^,T, 2 - 7x^jV7-bf^ ?niJK (0.053ml) ?:7tl-h^V (4ml) K 
60°CHT?-*v7>^7} >J >7A (77.7mg) SrJinx, RfflT 2 B#Fb1^# Lfco R 

tteft^Bfe**^ b 'J "7 A*»»u tK, f&»A«*T»Ufc«:i*U b U -7AT- 

»It«ETK«tt, »fc*.fc»*fc4- (kfn»;v>-i-^;v) ^'J 
i -*/ujK*->'J -y * 7->K [6-(4-7Sy-2-7HD7x^-»K'J 
5 j;>-4->ffl/].7S K (49.0mg) -T-th-hU* (5ml) J&ifcfcSaiOTStTTira 

^>*7A^Q'7h^77'f- (FUJI Silysia NH, ?#tbfS ', fl^M^^ '• * 9 J—f^-\ 
9:1) izX *)ffi«Lfco #^ft*ffi;i*»£Wg-> l J *W5A^n7 F/77^ ( 
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FUJI SilysiaNH, mmWL I WpM^^ : * * S -*=19 : 1) izX IJJflSilU gtfJt/Ii# 
fciftMLfco %hiltzm.m^s^1-frx--Tfr (0.5ml) -^^r^> (1.0ml) tJn^TjR 
m^^tzo lftt«JRU tfaHMfrfr* (8.1mg. 11.5%) SrfifeS 

'H-NMR Spectrum (CDCh) 8 (ppm) : 1.48-1.70 (2H, m), 1.81 (4H, m), 1.97 (2H, m), 2 
.25 (1H, m), 2.59 (4H, m), 3.04 (2H. m), 3.70-3.80 (2H. m). 4.03 (2H, ■), 7.18-7 
.50 (8H, m), 7.63 (1H, s). 7.86 (1H, dd, J=2.4, 11.6Hz). 8.33 (1H, s), 8.49 (1H, 
brs). 12.43 (1H, brs). 
[0 3 4 5] 

%jftfli9 gp U vy- i zL^JkM±±Jl i £ <" 4 ~ ( 4 ~ i3 ~ r 2 — (4 — 

7^P7x-^)7Wl f-frfrW Kl 7x/*'» g 'J y > - 2 - 4 frl TJ_K 
atMSiT, 2-(4-7**n7i-^)7tfA' * P 'J K (72.5mg) £7-feb-b 
U;v (2ml) 60TCl:tfti'7>iA'j7A (81.6mg) fcjJDx., 2 1$ 

B»lfco Kt&**M*T?JM3lU 4- (4-75 /7x/*-» -2- [ (kTnij 
->*>- l ;i/) A;v*-;l^7 5 /] t?V^V (50mg) -T-tb-F'J^ (3ml) 

•o «Jf £3&fQJStm7k9it:r- b 'J *a**8u 7k, iMDJttt*-eJllukifc*u W^m^ b 

.V ? A Tflfcj* t fc o mm * «ET £*iK L T # <b tL^JSii £ -> V * * 7 * * n ^ b r 
7 - (^UifS ; : ttSu-f : A'= i : i ~i : 3) i-i •? fills Lfc» BWftI 

55-£^£SU yx.^-jujn-x;v (0.5ml) -^-fl-v (1.5ml) *iIli."CjRjS§*^o @^ 
*%JRU a*Mt*1-* (15.8mg, 19.1%). «:iffeSfti:Lt# 

l H-NMR Spectrum (CDCh) 8 (ppm) : 1.96 (4H, m), 3.45 (4H, m), 3.70 (2H, s), 6.55 ( 
1H, dd, J=2.4, 5.6Hz), 7.01 (1H, brs); 7.11 (4H, m), 7.29 (2H, m) , 7.68 (2H, m), 
7.73 (1H, d, J=2.4Hz), 8.05 (1H, d, J=5.6Hz), 8.57 (1H, m), 12.26 (1H, brs). 
[0 3 4 6] 

mnmiO 4- l2-»PP-4- [3- (2-7x^;V7^fJV) f f7V-f Fl 7 

-2 - r (tfn'jy>-i--f») ^^^7^1 

m^^m^T, 2-7x-^7-kf^ ?n'JK (0.73ml) £ 7-fc b - b U (5ml) £ 
6 QX,\ZX*f-*i/T U 7 (107mg) RaT2^S^L/: 0 

.BSt^lSit^, 4- (4-75/-2-?nn7x^-» -2- [ (kTn'J 
^ y - i - ^ ;i/) ^ ;v jK - ;vt 5 V ] tT U S> > (122mg) - TMr b - b 'J A> (5ml) »ft 
Jp x. , 1 . 5 B# ID L fc o RJ6« & f - * t tb'JW *»ffiT#ffi 

LTto ^SSrl&^^K^^- b V 7A*i§^ IHDJtJfcjcClUfcft* L > b 
VHtKSLfc. ?#&«Eg*LT#lb*w^^£-> , ; ^?7 
-f- (rtffiifc ; ^*-9-> : i : 4~ffiSxf^) fcj:!j«»Lfco a»®n 

.7mg, 36%) «r««£«feigftfcLT»*:„ 

! H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.75-1.85 (4H, m). 3.20-3.40 (4H, m), 3.83 (2H 
s), 6.56 (1H. dd, J=2.4, 5.6Hz), 7.20-7.30 (6H. m), 7.45 (1H, d, J=2.4Hz), 7.6 
3 (1H, dd, J=2.4, 8.8Hz), 8.10 (1H. d, J=2.4Hz), 8. 13 .(1H. d, J=5.6Hz), 8.68 (1H 
, s), 11.81 (1H, s), 12,44 (1H. s). 
[0 3 4 7] 

^mmi 1 4-l2-^PP-4-r3- (2-7x-)l/7W) *-»»W K] 7 

x y^y| -2- r (-^v* 1 ; >- 4 ->f >u) ftjuy—juyg >M QL2-kl 

S*#H$Cr\ 2-7x-^7W ^o«;'K (0.93ml) 7-b b - b 'J (5ml) H 
mf%2*t, 60'Ct"Tf-*->7>^* 'J 7A (137mg) fciJQx, Mf3WI#L/: 0 R 
jStt^^ift*^^^ 4- (4-7?y-2-?DD7xM-» -2- [ (*;V*'J 
> _ 4 -_^;V) ^^-^75;] t?'Jv> (164mg) -T-feb-bU^ (5ml) }#i££AD 
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; ^*^f > : ;v= l : 4~«xf;i/) Hi Ofl&giLfco BM.Mfr«r« 

iL, MC^^tVftiif-^ (1/5) *JPx.Tffll»$*fco @#*%fl*U 3*t 
ftjltSiiCiOWIft^* (115ms, 47%) ^ffM*tU#/;. 
l H-NMR Spectrum (DMSO-de ) 8 (ppm) : 3.30-3.40 (4H, m), 3.50-3.60 (4H, m), 3.83 (2H 
, s), 6.56 (1H, dd, J=2.4, 6.0Hz), 7.20-7.40 (7H, m). 7.64 (1H. dd, J=2.8, 8.8Hz 
), 8.09 (1H, d, J=2.8Hz), 8.14 (1H, d, J=6.0Hz), 9.30 (1H. s). 11.81 (1H, s), 12 
.43 (1H, s). 
[0 3 4 8] 

mmmi2 4- |2-*pp-4- [3- (2-7x = »7W) ±±2±A12 ? 
^y^^l _ 6 - f (tfn U v>- 1 --f ^) ft/HK~/fr7 3 yl fcf'JSV> 
SSSMStT, 2-7i-^7-kf;V *'n'JK (0.86ml) SrT-b h - b 'J * (5ml) K 
i§j$?£-£> 6 0TCi:tfty7>®E*'J'>A (I27mg) fcflDx., P0»t? 3 B#TO3$ Lfco 
RlBjdtilJtftaHfc, 4- (4-7^-2-^nD7xMi/) -6- [ (tfny 
-^;u) *H'-;V75;] tf'J?->*> (145mg) (5ml) 

h «; ^tg|L/:o L t # ft/;® t "> 9 * * 7 ^ n v 

7 4- (?$ffi& ; :*»if*=i : 2) KiijttSLfco aw»H«-*»«it 

, %gi:-/ifA'i-f^*t5' (1/2) &tn;S.-CjRS$-frfc&, B#**ttU 
a*(G*-r*£fcfcJ:&»ffrfr« (122mg, 55%) ififetet U#fc. 
>H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.80-1.90 (4H, m), 3.20-3.40 (4H, m), 3.83 (2H 
s), 7.20-7.40 (6H, m), 7.48 (1H, d, J=0.8Hz), 7.59 (1H, dd, J=2.4, 8.8Hz), 8.0 

0 (1H, d, J=2.4Hz), 8.39 (1H, d, J=0.8Hz), 9.41 (1H, s), 11.80 (1H, s), 12.39 (1 
H, s). 

10 3 4 9] 

$iWl3 4- (2-7**0-4- 13- L2_z (4- 7;V^n) 7z=»7W 

1 »t»WKl 7xM-» -2- r (i^n'jy>-i-^v) gjwg^jkXAZ] e 

■J v> 1 
' Iffl^T, 2- (4 -7^tn7x- )V) 7-bf-f^ 7vK (694mg) tc^bf- 
(2.0ml) *inx.T50lCH-Cl«FlBia#Lfco RJS**«BETK:*NltbT!»&it* 
$^£Sff#B5CF, (100ml) 50^ i:tf*>'7 

77 'J 7 A (875mg) £iJu/U Wift-C 2 l$m«$ Ufco S£ffi*lfiif!tiPt, 4- (4 

_ 75; _2-7^n7x^-» - 2- [ (vfn«; v>- l -*>u) */n?-*7 5 

y] tf;->*y (949m g ) fcjra*., iww*#ui:. RiSiiEiWETeftNiL-rwetLfca _ 

^^^^7^- (j#ffii£; :»f^=i : 2~i : 3) \zx*)toWLL 

tzo B«%H$fr***tU ^i:yit*i-TJi' (20ml) «:in]x.t:|&fl**rffl$*fco 
£dl £ U -5 - K J: «3 mMit&Vd (834. 5mg. 54%) £ &6@ A t LTi 

»H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.70-1.90 (4H, m), 3.20-3.40 (4H. m), 3.83 (2H 
, s), 6.60 (1H. dd, J=2.4, 5.6Hz), 7.18 (2H, t, J=8.8Hz), 7.30-7.60 (5H, m). 7.9 
• 8 (1H, m), 8.13 (1H, d, J=5.6Hz), 8.73 (1H, s), 11.80 (1H. s). 12.47 (1H, s). 
10 3 5 0] 

mmmi4 4- 12-7^0-4- Lg_z (2-7xa*>7W ) ;£*7W_k] 

7I A->1 -2- [ (tfn 'Jy>- 1 -^;v) ^^-JV7SVl 
mm^W%T, 2 -7i-il^T-bf-A' ^a'J K (lOOmg) £7-bb-b'J* (2ml) 
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5 0ti:tft->7^*V •> ^ (126mg) fciJPx., I^Stl. 5R#W$#L;fco 4 
_ ( 4 _ 7 ;;_2-7^tD7i^y) -2- [ ( tf n V v V - 1 - 4 )V) -tDV-K- 
;V7 5 /] ev 5>> (41mg) -7-feh-h'J;V (4ml) -MfcSnx^ £ £ K2. 5B#P^#L 

ft/cMfc^^y^^A^nvb^-yw- (?#tof5t ; ^*-9-> : ffiBft-**-^ i : 

tCt tommit&'M (21.'4mg, 34%) trjftJHMtA ^ 
^-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.70-1.90 (4H, m), 3.20-3.40 (4H, m), 3.83 (2H 
, s), 6.60 (1H, m), 7.20-7.40 (6H, m), 7.50-7.60 (2H, m), 7.99 (1H, m), 8.13 (1H 
, d, J=5.6Hz), 8.75 (1H, s), 11.81 (1H, s), 12.50 (1H, s). 
[0 3 5 1 ] 

mmmis 4- i2--7^^-p-4- T3- (2 jf-^wK] 

7l ;^y| -2- f (4 Kg ^rybf^'; y>- 1 - W JV) ^^^^^7 ^ / ] tf 'J 

S3R£BI&~r\ 2-7x^;k7-tf^ ?nVK (0.180ml) «:7-t b- b ■) ^ (20ml) 
BOtlCtftyT^'J^A (197mg) £iJPx.> |W]iS-e 2 B#F^W t £ 

o EM£^£TKiinL*:^ mm'&wtx-T* (20mi) iiiafn^mTK^^ b v •> a* 

^tS (20ml) *Jnx.T30^iai«#Lfeo ffWlfcdMRU *&*D*£*T?8fci* U 

tl-;vx> (5ml) -Jt^y-*- (5ml) MtUo £©»ifc£4- (4-7^-2- 
7WD7i^v) -2- [ (4-tKn^y^'J^>-l-^^) #^#i*7 5 
y] (I68mg) £2rax.> -iftWLfco RJ6*t*BET»=»«IL*:«;#6*tfc 

lS^y'j*^*7A^ovf^77^ : : ^^/-^=9 5 : 

5 ) ic«t O^mL/Co g»I&«U SSC^xf^x-f^ (20ml) Srflnx-T^ 
®$-*7to B#*%JfcU m%.&®1r2>Z.tK£ Vm.mt'k® (106mg, 42%) 

^-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.20-1.40 (2H, m), 1.60-1.80 (2H, m). 3.00-3.2 
0 (2H, m), 3.64 (1H. m), 3.70-3.85 (2H, m), 3.83 (2H, s), 4.68 (1H, d, J=4.4Hz), 
6.58 (1H, dd, J=2.4. 6.0Hz), 7.20-7.40 (7H, m), 7.50 (1H. m). 8.00 (1H, m), 8.1 
3 (1H, d, J=6.0Hz), 9.22 (1H, s), 11.81 (1H. s). 12.49 (1H, s). 
[0 3 5 2] 

»0U16 2- f j2A±±Z±Z} »JHK^7?^1 -4- \2-y)\'*u-4- 

r 3 - (2-y^DA^y;V7-bfJVft) » W Kl 7x;^ ->l tf'Jv> 
S3R#H&"r\ 2 -v* n^4->JVT-bf"^ ?'n'JK (80mg) £7-b b - h U ;u (5ml 
) 5 O'CHTf-^v'T^i?* V ■> A (97mg) SriPx., HfflL"C 1 B#K3i# L*: 

o JRfc**M* -C^iPL^m, 4- (4-75y-2-7Wn 7 x^y) -2- [ 
(v?^f;V7 5 7) *^fx;V7 5 -/] tf'J^> (58mg) fcim;U 305Ha$#Lfco R*S 
«C*ftK^f->utt&jBl^SWt*t- b ') ■> A3jc»*T#ELfco b 

1 : 3) izxvmnLtio u mm?*-*-**-'?* domO £inx. 

T^H B B **ftB$-*7to ttat^tfJKS**^**^ (20ml) t?*«lL^«, f&S****L 
» I^t^tCiOiift^ (45.6mg, 48%) * A £ ttlffco 

•H-NMR Spectrum (DMSO-de ) 8 (ppm) : 0.80-1.80 (11H, m), 2.36 (2H, d, J=6.8Hz), 2.8 
9 (6H, s), 6.61 (1H. dd, J=2.4, 5.6Hz). 7.36-7.43 (2H, m), 7.53 (1H, dd, J=1.2, 
8.8Hz). 8.03 (1H, dd, J=2.4. 12.0Hz), 8.13 (1H. d, J=5.6Hz), 8.94 (1H, s), 11.54 
' (1H, s), 12.68 (1H, s). 
[0 3 5 3] 
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mmmn 2- r (^7-^75 7) ^jv^-;v7^] -4- u-7;w*p-4- 
r3 - ( 2 -y 7*1-^1-*) ?W_K] 7x^^i .t?uy^ 

£3K#H*0\ 2 -7 fl/#r;V7>7-t-r>r y ? 7vK (66mg) fSrS'fkf-*-^ (0.5ml 
) lftfflffiWLtZo JRI&ifcfcWETfcSfcfflLT 2 -;^>t^7 

ffi±»^7-feb-h'J;l' (5ml) 50lC^ , r^*'>7>»* , ;'J'A (84mg) 

*spx.s mat?iwma»Lfc. ■?*fr*PLfc&, 4 - (4-757-2- 

7WD7i^y) -2 - [ (y^f*75y) ii )\s#=.)VT 5 7 ] \£V a JV (50mg) 

xf)H-f> (5ml) ^tPx.T^ B B B ^*fffi$^^ 0 M **tr SiSflt * ^"fr > (10ml 
•) -C#3RLfco 8ifl**ttU a*K*-f*ii:KJ:»)*«ft'fi* (39.7mg, 48%) £6 

'H-NMR Spectrum (DMSO-de ) 5 (ppm) : 0.60-2.30 (13H, m), 2.90 (6H, s), 6.61 (1H, dd 
, J=2.4, 5.6Hz), 7.36-7.43 (2H, m), 7.52 (1H. d, J=8.8Hz), 8.03 (1H. dd, J-2.4. 
12.0Hz), 8.13 (1H, d, J=5.6Hz), 8.94 (1H, s), 11.54 (1H, s), 12.65 (1H, s). 
ESI-MS (m/z): 486 [M+l] + . 
[0 3 5 4] 

$M18 ^fr*'j>- 4 14- r3-7^^-P— 4- (3-7x-.fr 
TWf^^l^^K) 7xM->l g'jy>-2->f JM 7?K 
1 - [4- (2-757 try r/-4-'f***i') -2-7WD7i-/H -3- ( 
2-7x-;V7-bf^) ft>)l/7 (270 mg) ©f h 7 Kn 7 9 > (12 mL) »«C b 
^)^)VT\y (0.142 bL)* SO x.fcf£, **«*FF*nn«7*-* (0.160 mL) * 
jp^, $3(f^ia5tT3 0 5-Wia#Lfco- iW»t8EO9^4.0mlS:«STJ=*»t^o 
UN, N-y^f^*^^75 K (l.5mL), ^Hfcl) ^ (0.989 mL, 1.14 mmol) £1JDx. 
, sk"-C5l$W«#Lfco RJSflfcfcBftS^fl' (40 mL)-7jc(40 mDtrfl-BS.Lfco *T«US 

'j^M7^D7F777^- (»m*;^*-9-v : s^f^= 1 : 
fr-gm^f-^ : > 9J~-fr= 1 0 : 1) T?fll»Lfco S65II^^I1L, 

&Ltz&, i»K»t4ifcKi»l, Lt^S-fb^ (42 mg) 

'H-NMR Spectrum (DMSO-dc ) 8 (ppm) : 3.41 (4H, m), 3.56 (4H, m), 3.83 (2H, s), 6.63 
(1H, dd. J=2.2, 5.6 Hz), 7.05 (1H, d, J =8. 8 Hz), 7.25-7.35 (6H, m), 7.46 (1H, m 

), 8.02 (1H, dd, J-8.8, 8.8 Hz). 8.17 (1H. d, J=5.6 Hz), 9.33 (1H, s), 11.88 (1H 

. s), 12.24 (1H, s). 

ESI-MS (m/z) : 510 [M+l] + . 

[0 3 5 5] r 

mmmi9 ^'Jy>-l-*M^l (4- l3-7JV*P -4- L3- (2-7 
jn-;U7-b^;v) f-^vWKl 7i/^yl \£ 'J V > - 2 - 4 )±} 7_g_K 
1 - [4- (2-75^e>Jv*y-4-'f^t=t-y) -2-7WD7x-JV] -3- ( 
2-7x-;V7-tfM 1/7 (270 mg) <Dt l7tKD77>' (12 mL) fefoK Y 

yxf^75> (0.142 mDSrSnx.^ 7jc^T^nn^7x^^ (0. 160 mL) «r 

In it, a##B*T3 O^IW«#Lfc. iO»«t3^L, »«*«ffiT«fe»Lfco - 
£HN, N-y»f***A7 5K (1.5 mL), Vf^'Ji^> (0.112 mL) £JuX., ISt' 
5B#ll]«#Lfco (40 mL)-7k(40 nL)t»ELfc. «®££&*Q£: 

*7A?n7h777-f- (i§tai£; : »Sif^= l : i 
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*fc LT»« (50 mg) *r«Jfc. 

'H-NMR Spectrum (DMSO-de) 5 (ppm): 1.45 (4H, m), 1.54 (2H, m), 3.39 (4H, m), 3.83 
(2H, s), 6.60 (1H, dd, J=2.4, 5.6 Hz), 7.03 (1H, m), 7.24-7.36 (6H, m), 7.46 (1 
H, d, J=2.4Hz). 8.01 (1H, m), 8.15 (1H, d, J=5.6 Hz), 9.19 (1H, s), 11.87 (1H, 
s), 12.23 (1H, s). 
[0 3 5 6] 

IW2Q fcfo D Vy- 1 -iDVtfyWi U-[3-7;i/*p -4-(3--7:x^;i/ 
T-lrf-^f-^-^ W K) 7x/^r'>] fcf'J^>-2-^^l Tj_K 
2-'7 J £.^;i/T-bf-;U ^n'JK (0.054 mL, 0.43 mmol) <7)7-tb-bV^ (4.3 mL) 
•M^^at:-f-^vT>^* V (83 mg) Zmx.tz&, ilfI^T6 Ott'l . 5 
«»L£„ RM^7Kf&l"t^iPL, ifnvv^- l-*;w^>H [4- (4-7 
;y _3_7^tD7i;^y) try v*>- 2--Ol/| 75 K (90 mg)tf>7-feb-b U A- 

(4.0 mL) ^«**nx.^o KBrn^m^tx^u^r 3mmmwLtzo 

^^-;v=i : i~i : 2 ~@^m^^^) -efflSUL^o @ifttili7r£**i& U #<b*t*:@# 

ZZkKX*). m&®*t LXUWit&M (18 mg, 13 %) £#/c 0 
^-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.81 (4H, m), 3.36 (4H, m), 3.83 (2H, s), 6.62 
(1H, d, J=5.6 Hz), 7.04 (1H, m), 7.25-7.36 (6H, m), 7.57 (1H. s), 8.02 (1H, m), 
8.15 (1H, d, J=5.6 Hz), 8.75 (1H, s), 11.88 (1H, s), 12.24 (1H, s). 
[0 3 5 7] 

»ffl]21 >- 4 -i])V^ym 14- r2-7;v^-p-4- (3--7ji-^ 

7-bf )Uf t7 W K) 7j.y*y1 tf U v >- 2 - 4 ;H 75 F 

*^*i;>-4-*A"if^* [4- (4-75^-2-7JVtD7x^y) tiVv^ 
_ 2 -^;u] 75 K (50 mg) <DH, N-?^f***A7? K (1.0 mL) »ISi:7x- 
jl/7-tf;W7fty7^-h (42 mg) fcjtmx., M"?2- 2B»W*#Lfc. E£'$*S 
Ki^^fc*T53*EL.^o *M*l»»«toft-eifci*U *ft**»± b 'J "7 AT«6«Lfc 

:ft»J-f-^=i : 1 -S^^^^-S^^^^ - * * s-^= i 0 : l) tSSU. 
mik&ty) (22 mg, 0.043 mmol, 29 %) *fttz 0 

'H-NMR Spectrum (DMSO-ds ) 5 (ppm) : 3.40 (4H, m), 3.55 (4H, a), 3.83 (2H, s), 6.61 
(1H, d, J=5.8 Hz), 7.30 (1H, m), 7.36 (6H, m), 7.51 (1H, d, J=9.6 Hz), 7.99 (1H 
, «). 8.14 (1H, d. J=5.8Hz), 9.32 (1H, s), 11.81 (1H. s), 12.49 (1H. s). 
ESI-MS (m/z) : 510 [M+H]\ 
[0 3 5 8] 

j|M2 2 1- (3-yx»»7^7 , nW - 3- U- (2-7;VsrP-4- I 
3- \2- (4-7HP7i-») 7-bf-^l f-frfrWKl Z*J L±±1 
2-4 ^ ~ 1 -^f»»>7 

1- [4- (2 -7 5 J tf U 4 --f -3-7*tD7x-^-3- [ 

(4-7^n7xi*) 7-fe^^] ^-=§-"7 1^7 (100 mg) ©f h7bKD77'/ (10 m 
L) i»i:HJxfjl,7;> (0.101 mL) fcimiLfcfc, **«*fTCi'nnf»7x = * 
(0.0454 mL) iMA.. Ilfi^Tl O^BiffLfc, EJ&*Sr*EET»«L^^ «fc 
UN N-7^f^A7 5 K (2.0mLK N, N->'if*-N' 1, 3 

-7*n;r/-;7 5^ (151 mg) fciJPx., »"C 2 . 5B#IW«#L.fco 

(150 mL) TftJRLfcSU b U ^A*#*t?*i*U b 'J -7 A 

-cKJIkLfc. »W*LT#e.iifcailt ij ? A ^ h / ? 7 - (FUJI S 
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ilysiaNH, ^v:ft*x^=i : 2-ffi»xf^) -e«*U iftttV^frftll 

JB«r«R7K«E»^b'J^A-eSg«Ufco »«S*U fcJM&iitt* k LTM-fb^* (2.7 
mg, 1.9 %) 

1 H-NMR Spectrum (CDCh) 8 (ppm): 1.09 (6H, m), 1.60-1.90 (2H, m), 2.06 (2H, m), 2 
.75 (4H, m), 2.88 (3H, s), 3.34 (2H. a), 3.65 (2H, s), 6.44 (1H, dd, J=2.4, 6.0 
Hz). 7.00-7.09 (3H, m), 7.20-7.26 (3H, m), 7.47 (1H, m). 7.80 (1H, dd, J=2.4, 11 
.6 Hz), 7.99 (1H, d, J=6.0Hz), 8.96 (1H, brs), 12.36 (1H, s). 
ESI-MS (m/z) (neg.) : 583 [M-H]" . 
10 3 5 9] 

*mm-2 3 -fcJUfr'J >~4 14- [2^zjL±Jk—4 jZ (3-7*~frT 
•bf^ft^W^ K)'7xy^y1 g'jy>-2->f>H 7_g_K 
2-7i-;V7-tf^ ^n'JK (0.0523 mL) h — h U * (5.0 mL) iSftH^-* 

->7>iA'J7A (35.6 mg) £JP;L, iill05OWlWj|U. KJfc»* 
iSt-e^Lfcf, t;i/*>)^-4-*;vr/K [4- (4-75/-2->t*7 

75 K (80 mgk N, N-yVWM7.U* (1 mL 

mm^m^rm^ 2 ihhs^u. R£*^iif^ (100 mUk*. (4 

flSL/:. IWIt^SML, ftP,itfcH#Sr^J.^^i— t 1 ^ (4 mL)-J-*/- 
;i/ (0.8 mL) fc!R»$-*fco B#*%3fcU i;if^x-fmfttft»U 
•r^ittcj: «3, iM*tLtfM^fe (38 mg, 31 

1 H-NMR Spectrum (DMSO-de ) <5 (ppm) : 2.10 (3H, s), 3.39 (4H, m), 3.55 (4H, m), 3.82 
(2H. s), 6.51 (1H, dd, J=2.4, 5.6 Hz), 7.10 (1H. d, J=8.4 Hz), 7.28-7.36 (6H, m 

), 7.60-7.64 (2H, m), 8.11 (1H, d. J=5.6Hz). 9.24 (1H, s), 11.72 (1H, s), 12.43 
(1H, s). 

ESI-MS (m/z) (neg. ) : 504 [M-H]" . 
[0 3 6 0] 

^jjfe-gfl 2 4 gjjjfrjj >- 4 (4- [2^£±Jt— Lz : L3_z (JjzZJk 

2 _ (4- 7 ;viD7x-)W 7-fe-5 L ;l' * n >J K (63.2 mg) ©7* h — > 'J * (30 mL 
) ^I3f-^v7>-m* , l "7^ (35.6 mg) fciJIlx., ft*#H«T 5 0 TCT-lP#(iflm# Lfc 

0 ufcik *^*u^-4-*^#>ai [4 - (4-757-2 

->fjl/7xM-» try yy - 2 — f ;v] 75 K (80 mg) £inx.> 

iSHSH^Lfco RlSifc*ft*^Ml00 mL)k7fc(60 mL)T#flELfco *1Wi*-IMD«l 

?A^n7>^7^- (i&ffiifc; :*8iffl'=2 : 5 -**■*■*■ *) 

tCjftiSli-SClkl-J: l)i#*fto ^fbtLf-H^^vif-^^-x^ (4 mL)-^^/- 
;V (0.4mL) H#**JRL,fco %»*^if-A'i-^^t5fe^L.fcft, 

aftK«-r*ik^J:<J, Sfeft*tLT|E«ft*« (14 mg. 11 %)fcfcfco 

1 H-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.10 (3H. s). 3.39 (4H, m), 3.55 (4H. m). 3.82 
(2H, s). 6.51 (1H, dd. J=2.4. 6.0 Hz), 7.10 (1H, d, J=8.4 Hz), 7.18 (2H, m). 7. 

31 (1H, d, J=2.4 Hz). 7.38 (2H, dd, J=5.8, 8.8 Hz), 7.60-7.66 (2H. m), 8.11 (1H, 
d, J=6.0Hz). 9.24 (1H, s), 11.72 (1H, s), 12,40 (1H, s). 
ESI-MS (m/z) (neg.) : 522 [M-H]". 
[0 3 6 1 ] 

j&frM2 5 go 'J 1 z^JkM^M 14 ~ T2 - 4 - (3 -7x>»7 

-trf-frf-*? W K) 7x;^>1 e'Jv>-2-^f;H 75 K 
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2-7i-JV7-tf;V K (0.0549 mL)07-t b- b (5.0 mL) itCf tv 

7>$?#'; , 7A (37.3 nig, 0.384 mmol) 5r*Px., MH#B^T 5 0 *CT- 1 fl^m^ L)fc 
.o t-<$£PU tfnu l -a/m^Hfc [4- (4-75^-2-^ 

f^7x;>-» tfV v^-2--f;i/] 7?K (80 mg)£}JDx.s MUM^T"? 2 1 B#Fa^- 
»L£o SMStTO^?-^ (100 mL)*:* (40 mL)T^@BL^ 0 ;£$SJ1 

m&ffi*t LXmrnlkft'® (51 mg, 41 %) £#£0 
'H-NMR Spectrum (DMSO-de ) S (ppm) : 1.80 (4H, m), 2.11 (3H, s), 3.33 (4H, m), 3.83 
(2H, s), 6.49 (1H, d, J=5.6 Hz), 7.00 (1H, d, J=9.0 Hz), 7.30 (1H, m), 7.35 (4H 
, m), 7.42 (1H, s), 7.61 (1H, s), 7.64 (1H, d, J=9.0 Hz), 8.09 (1H. d, J=5.6 Hz) 
, 8.66 (1H, s), 11.72 (1H, s), 12.44 (1H, s). 
ESI-MS (m/z)(neg.) 1488 [M-H]". 
[0 3 6 2] 

mWiM26 bfn 'J VV- 1 -Xfrtfyffl. (4- I 2 ■f-fr- 4 - f3- (4-7JU 
fn7i-^) 7^f^ft7 W K1 7i^->l v>- 2 -4 JV) 75 K 
2 _ (4 -7j^D7x-JV) T-fe-^^ * n >; K- (66.3 mg)?>7-fe b - MHV (30 mL) 
7 (37.3 mg) fcflnx., S^#H^T 5 0 1 BtWJllM^ 

tfco RM£M£W*PL£m> i^nyi;^-i-*^S [4- (4-7U 

-2-^f^7iM'» tfU S^- 2 --f ;V] 75 K (80 mg) SrjJDx., S^#ffl^-T 
-C2B#^^#L^o &!L<ifctl£®P^Wl00 mL)i:*(60 mL)T-^@EL7to 
^TtcT-gfe^L, mfcffimi- I 'J f AT'^L7Co ^i®@*tTlf <bfL7taS£v'J 

jv*7A^v h^77-f - m&WL ; : TO-^'?-^= i : 3 ~ Hflfcz-f-*) 

i8i-f£- g#£#£ 0 #'bn^@#«rvJ-^^^-'r^ (4 mL) - * - * (0 
.4mL) IzMffiZ^tzfe. ZWLLfZo -Vif ^^-TiK-ft^ U;t< 

m-fZZtKX >9> ifeW^Lt M-ft'S'* (15 mg, 11.5 %) 

^-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.80 (4H. m), 2.10 (3H, s), 3.33 (4H, m), 3.82 
(2H, s). 6.50 (1H. dd, J=2.4, 5.6 Hz), 7.10 (1H, d, J=8.8 Hz), 7.18 (2H, m), 7. 

38 (2H, dd, J-6.0. 8.4 Hz), 7.42 (1H, d, J=2.4 Hz). 7.59-7.65 (2H, m), 8.09 (1H, 
d, J=5.6Hz), 8.65 (1H, s), 11.71 (1H, s). 12.41 (1H, s). 

ESI-MS (m/z)(neg.) : 506 [M-H]". 
[0 3 6 3] 

mmW27 1- (3-yxf^7?^-/aW -3- 1 6 - r2-7JU*- P-4- ( 
3-7x = »7tfA/ff)WK) 7xy*->1 fcT 'J 5 y > - 4 - ± M -1->^JU 
71-7 

M^OT^iT, 2-7x = *7tf* *n»J K (0.032ml) 4-7-te b - h 'J * (3ml) \Z 
6 0ti:Tf-*">7>S* , )7A (46.6mg) £tJn*-, H* - ? 2 l$Hlfll# Lfco 

-/-fl/(lml)i:»»***:lfe. 3- [6- (4-75/-2-7JVtn7xAy) fcT'J 
v/>-4-^)V] -1- (3 - yxf*7? - 1 -*^>l"7 W7tf) hfr*- 

XLtoD-^tS-* (1.5ml) »aL*a*#H«TTlnix.. SiTC 2 B*M*#L.;fco R 

-CffcjftLfco *«£9*L-C»e>ttfc»aE«:->V*r)U*9A^nvf^57-f- (FUJI S 
ilysiaNH, jgffilfc I ^7** > : Wf9L^^= 1 : l) t'«t »).tt*Lfco 
iiLfct, ^tWt^SSrWtfvV AW^A^nv h ^974 - (FUJI Silysia N 
H, ?itij?& ; ^ : l : 1) C <t ^S^L/co BB*?^iI3"4:i£S8U A 
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B.i£mir&Zt\zX!)&Mk&m (6.0mg, 12.5%) SrSfeatei: Ltff: 0 
'H-NMR Spectrum (CDCb) 8 (ppm) : 1.07 (6H. t, J=6.8Hz), 1.80 (2H, m), 2.50 (2H, t 
, J.=5.6Hz), 2.68 (4H, m), 2.92 (3H, s), 3.40 (2H. t,. J=5.6Hz), 3.74 (2H. s). 7.1 
5-7:52, (9H, m). 7.84 (1H, dd, J=2.4, 11.6Hz), 8.30 (1H, s), 8.43 (1H, brs), 12.4 
0..'(1H, brs). 

ESI-MS (m/z) : 568 [M+H]\ 
[0 3 6 4 ] 

mmm2 8 3- 14 - \i-vy^^u - ^--^t^^^^^v^ ^~ 

y^vl tf'j^>-2-^;H - 1 -->>^- 1 -( l -^;vtf^'J V >- 4 

1/7 

E3f#H^,T, 2 -7x-^7-tf^ ^D'JK (0.032ml) «:7-bb-HJ^ (3ml) \Z 
6 Otttf t">7 >ISfe# V 7 (46.6mg) fciJIlx., [WlfitCC 2 B#fi L 

o Eie.«*ia*T^L, sRjcf-^/, ibttiKHt*XT- b y ->A7XM**nx.3 o«-w 

(lml) *Jn x. Lfco ffl*M*CT\ 3- [4- (4-7^-2-7* 
tn7x/^'» b"'Jv>-2-^i'] - l 1 - 

-<f/l/) 7 V 7 (40. Omg)£-x*y-Mlml) Dr-10-* > 7 r -X/U* >»(24. 

9mg)«rljnx.t:5^ram#t^o iOSMi-> ^CMLf:2 - 7x^^7-tf ;K Vf 
t->7>-f©HPx^-x^-;^i (2ml) fciJD*., IIt?3 0fl-B»#U. R 

#^tL/c^^*V , ;*r^*7A^n-7h^v7'f- (FUJI Silysia NH, ?tffij£ ; Wfik 

)-^^-9->(1.0ml)*Unx.'TJBi5$*^o B#**#U * - t «t •) 

^.(10.3mg, 17.5%) S:ati#at#/:o 

^-NMR Spectrum. (CDC la) 8 (ppm): 1.50-1.70 (2H, m), 1.79 (2H, m). 2.10 (2H, m), 2 
.29 (3H, m), 2.84-3.00 (5H, m), 3.75 (2H, m), 4.18 (1H, m), 6.54 (1H, m), 7.19 ( 
2H, m), 7.20-7.50 (6H. m), 7.69 (1H, d, J=2.4Hz), 7.89 (1H, dd, J=2.4, 11.6Hz), 
8.06 (1H. d, J=5.6Hz), 8.49 (1H. brs), 12.44 (1H, brs). 
ESI-MS (m/z) : 551 [M+H] + . 
[0 3 6 5] 

mWM2 9 3 - 14 - [2-7JV*P-4- (3-7xx;i/7^f^ f t^U^ K) 7 
W*->1 h''Jy>-2-^;M -l-^f-;W-l- f3-(4-^ f^^7v>-l 
jk)7PbfJH 7_L7 

Iffi^T, 2-7x-^/7-bfJV K (0.032ml) £ 7-tr b - b ') ^ (3ml) 

6 OtCtf tv7>K* U 7 A (46.6mg) Srinx., I^Ifif 2 WfflffiWLtz 0 

fL, b -7Ate»U. ^@*LT#P)tt^St*T-feh-b';^(1.5 

ml)*inx-C»*t Lfco MS§#B^T\ 3- [4- (4-75^-2-7^D7x; 

*v) try v>- 2 --f ;v] - l l - [3- (4 -**iu\£'*9*J>- l -4 

;i>) 7nt:;i/] -7 1/7 (50.0mg) ^ -Mlml) fc:i§8IL, D-10-* > 7 r -J*** :/R 
(27.9mg)**nx5^Wm#t7t 0 iORJS«C *|Cfrj«L;fc 2 - 7*->l'7-te*-*"f .V 
ft->7*-f<?)7th-h , )« (2ml) fcJniU Mlt^B^T, Il&T— 
/Co b 'J •>A*#*-C*BLfco 

7jc^^-b»;7A7KM, mu&.Mfr-?mwfc&^ u vAttgu, 

M@*LT#ibtt^:^^->y*y^*7A^o-7b^77'f- (FUJI Silysia NH, 
IHlI;^7'^>:ftiif^=i : 5~i : 8) fciOHISU 

o #"btL^^g("^i^^^-x^(1.5ml)-^^^>(1.5ml)*iQ£TM^$-fr7to @# 

ffifE#2 005-302851 2 



#02004-054451 



*-s>: 112/ 



fcfcSfcU m%J&mir2>ZtK3;t)mmfc&ya (35.0mg, 49.1%) %&&mfct Lxmz 

°H-NMR Spectrum (CDCls) d (ppm) : 1.61 (4H, m), 1.78 (2H, m), 2.35 (3H, s), 2.40 ( 
2H, t, J=6.0Hz), 2.69 (4H, m), 2.89 (3H, s). 3.39 (2H. t. J=6.0Hz), 3.74 (2H. s) 
;' 6.50 (1H, dd. J=2.4, 5.6Hz), 7.16 (1H, t f J=8.4Hz), 7.26 (1H. s), 7.31 (3H, m) 
, 7.34-7.48 (3H, m), 7.60 (1H, d, J=2.4Hz), 7.88 (1H, dd, J=2.4, 12.0Hz), 8.05 ( 
1H, d, J=5.6Hz), 8.55 (1H, brs). 12.43 (1H, brs). 
ESI-MS (m/z) : 594 [M+H]\ 
[0 3 6 6] 

»fflJ3 0 1- (l-^<-f-;V^^';y>-4--f -3- 14 - r2-7fr*P-4 
- (3 -7x^»7Wft'? W K) 7^/^r->1 tfU 2 -4 M 9 ^7 

1 -■ [4- (2-7?^t'Vy>-4-^^t^-» -3-7WD7t-^] -3-7 
x^;i/7-b?-;i'^*'>l'7(50mg)£x h7(i Kn 7 9 > (1.3ml) i:i#Ti:itiH^t 
> ffi*£ffl$U ^K^N^n^N-^;^^* 1 ; > (0.040ml), ?nn^7x-^(0. 
040ml) fcjl^Dx.. fflKWUl 0&«a*fLfc. Rl&ifcfc»Bfc^Ml5ml) fcSStfn 

b V 9 A*#*(10Bl)Tfl-ilLfc. >&W5rl&W«*#-f b 'J 7A*M(1 
0ml). 7K (10ml). fiJW«fi*(lO«l)T?«***L* fafrffl&i- b V fAtDILfto Y#J& 
@*LT |4- [2-7^*a-4- (3-7x = A'T'fef*f t^U-f K) 7x/*v' 
] k?'J v 2 - -f >W A^<5y? 7vK 7x-JVi^f ^tlijjtlsi: 
ClcOJfi^J&ilfcN. N-^f^**A7? K (1.3ml) i»CT, 

^ (0.100ml) > 4 -7 5 -/ - 1 f-iUf^y (lOlmg) fciJDx.. 1 B#W*# 
Lfco Ri5tt*lWU t *-A'(15Bl) tl^fn^m7jc^^ b U 9A7jcW(10ml)-e^i£U/co # 
b ^ ->A*i§F«(10Bl), TK(lOml), ISfP^7}c(10ml)T?JK^«fe^L 
, by bfco »***LT#6il^a*«r3";***A'*7A^i3T 

b ^77 -f -(FUJI SilysiaNH, fttttX I ^ - *=9:1)K 

ionu a bfc« #^*L%»aic3;if-A'A-^A/(iBi)-^**>( 

'H-NMR Spectrum (CDCh) 8 (ppm) : 1.50-1.72 (2H, m), 2.01 (2H, m), 2.19 (2H, m), 2 

29 (3H, s), 2.73 (2H, m), 3.72-3.85 (3H, m). 6.13 (1H. m). 6.54 (1H, dd. J=2.4, 

6.0Hz), 7.16 (1H, t, J=8.8Hz), 7.27-7.46 (7H, m), 7.89 (1H, dd, J=2.4, 12.0Hz), 
8.05 (1H, d. J=6.0Hz), 9.44 (2H, m), 12.58 (1H, brs). 

ESI-MS (m/z) : 537 [M+H] + . 

[0 3 6 7] r / 

SMMJJ l-^f^-l-(l->^^ 'Jv>-4-fM-3- 14- [4- ( 

3 _ [ 4 -(4-75;7xy*y)f'Jy7-2-^V] - 1 -> 1 ~( 1 ~* 

/U tf^ yyy-4->f^7V7 (60mg) £ J- * ^ - * (1ml) fc«#T S# 
&H$CT\ D-10-77>7 7-^^*>@?(39.3mg)SrUnx.5 5-P^#L^o 7x-JV7tf 
;W 7ftv7^- b (^im 1.82 M, 0. 074ml) £Jnx.> $ <b \' 1 . 5H$P B l3t# 

Lfco KJ^mz^m^^oo mi). la^D^mTK^T" b u «7A*»«(2o mi)*irax.-c3-se 
m^- b >j 9 a l tzo mm®* Lxmt titznm. tj"j*m?A^o-7h^7 

(Fuji SilysiaNH.^tB«L;^^r^>:^m^^=l I 5 ICiO* 

c f#e>tt^g|ict&#p^®^^^ b y "7A*»««:ini;tfc«, ftS^^^-ctttfi bfc„ * 

fldt^L, 4ft7K«mf- b 'J -7 A TtHiLfcfc, »»**EE9*Lfco W&itfca** 
y'J*yjU*5A7nvh7"57^- (Fuj i Silysia NH, itffiiS ; Sfc&^^l'-f^- 1 - 

^-ju : ^ y-/u= 9 : 1) HiOfSSLfc, B&j®wfrzmmLxnibtitznm-yx- 

f-;Vi-x;K0.3ml)-^#-9->(0.1ml)**nxT!l^$-fr/io @#£*>i&U aaiK*-* 

ffiIE#2 005-3 0 28512 
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%.mt%m (2.0mg, 2.2%) LT#fCo 
! H-NMR Spectrum (CDC Is) 8 (ppm) : 1.45-1. 63 (2H, m), 1.78 (2H, m), 2.09 (2H, m). 2. 
29 (3H, s), 2.88-2.96 (5H, m), 3.75 (2H, s), 4.18 (1H, m), 6.54 (1H, dd. J=2.0, 
5.6Hz), 7.11 (2H, m), 7.18 (1H, brs). 7.32 (2H, m), 7.37-7.47 (3H, m), 7.66-7.72 

(3H. m). 8.06 (1H, d, J=5.6Hz), 8.44 (1H, brs), 12.30 (1H, brs). 
ESI-MS (m/z) : 533 [M+H]\ 
[0 3 6 8] 

jj|?i)3 2 4- (feTn U W- 1 -Jfr) 14- [3- 

•7;u^-p-4- (3-7i~JV7-fef^f t'^V'f K) tf'Jv>-2-^^ 
1 7jK : 

4 - (tfn i; yy- 1 --f ;u) kf^'J v 1 -a^tf^B* C4- (4-757-3- 
7WD7iM'» Vf »J 2 -4" ;W] 7?K*i^-* (3.0 mL) KflMSS^ 

(S) - ( + ) - 1 0-*>7r-^^*>S (75.5 mg) Sr^X-T^rST- 1 5 
#f«5$tf$L£ 0 ::C7i- JV-T-tf-ZM 7ftv7^- h (45.5 mg) (3.0 
mL) il$«x;izat2. 5#IHI«#Lfco (50 ml).i«tfDJftlft 

> y i>-A*#«[(30 mD^EL/Co #«**ISffD£**. (30 mL x 3) t"»L 

> jte^fltBfc^bU^A-CiaftLfco L tifc^S* y ') A f ^ * 7 A ^ n v 
1^77* -(FUJI SilysiaNH, ^'/:**xfA"=l : 2 ~Sixf)V~ftSxf 
;v)ttlt, lAiffl-tiMtfc. #^fL7t@#^v^-f:;W^-x;K3 mL), 

y (3 mL) *0*mit"ClBi»**fc. l#t%«v 5»* W^i-t^d ijTftft 
U a«*a»-t*CttJ:*j, IfeWHT^lf^l (17.8 mg, 18%) fctffco 
>H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.28 (2H, m), 1.66 (4H, m), 1.79 (2H, m). 2.13 

(1H, m). 2.47 (4H, m), 2.87 (2H, m), 3.83 (2H, s), 3.97 (2H, m) , 6.60 (1H, dd, 
J=2.4, 5.6 Hz), 7.03 (1H, d, J=9.2Hz), 7.24-7.38 (6H, m), 7.45 (1H, d, J=2.4 Hz 
). 8.01 (1H, m), 8.15 (1H, d, J=5.6 Hz), 9.25 (1H, s), 11.88 (1H, brs), 12.23 (1 
H, brs). 

ESI-MS (m/z) : 577 [M+H]\ 
[0 3 6 9] 

SMM3_3 1- (3-7xW^/nW -3- U- [ 3 -7 )\<*u - 4 - ( 
3 -T^-JUT-tef-JU?-** W K) 7x^vl fc-yy^-2-^ JH -l-*^7 

•■1/7 

Mlt^H^T, 1- [4- (2-7*7 try 5»- 4 -2;7Hn7i 

-3-7 i -;l/7-l:f;l'ft7k7 (69.4 mg) Of h?KK077> (2.0 mL) 
lHt:> , Jif^7 5> (0.0488 mL) , ^nnfl|[7xx* (0.0329 mL) Srfl&fcDPx., 

5 K (1.0 mL) > N, N-v^f-^-N" -^f;v7n;0-l, 3-->'7 5> (101 mg 

) max.. iiti o. bnmmwLtzo kjs*** oo »l) ****** (50 mu-e^ 

Stfc. *«JBtiajfPft** (30 mL) "Cifc^U i^Itth'JfATfejlLfc. 
^LT^lb^Tt^S^^y *y**7A*Bv f^77^f - (Fuji Silysia NH, ^7° 

? v : ^j.f-;u= i : 2 -Hs**.*-/^***?-^ : > * / -;u= 20 : i) T-fflSSL 

> l»I^*IlL/: 0 #P>n/;@#i:y'xf^-f^(l mL), mL)5rJQ 

15.8 mg, 15.9 %) 

^-NMR Spectrum (CDC Is) 8 (ppm) : 1.06 (6H, t, J=7.2 Hz), 1.77 (2H, m), 2.49 (2H, 
m), 2.65 (4H, q, J=7.2 Hz), 2.90 (3H, s). 3.39 (2H, m), 3.75 (2H. s), 6.48 (1H, 
dd. J=2.4, 5.6 Hz). 6.89 (2H, m). 7.31-7.45 (5H, m), 7.61 (1H, d. J=2.4 Hz). 8.0 
7 (1H, d. J=5.6 Hz). 8.27 (1H, m), 8.52 (1H, brs), 12.29 (1H, s). 
ESI-MS (m/z) : 567 [M+H] + . 
[0 3 7 01 

mmm3 4 3- 14- r3 -7^*0- 4 - {j JZ 2-^=JkZ ±±Jk±^l±^Ln 2 

tBt£# 2005-3028512 
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) 7 1^7 

jRjfifll 2 3- [4- (4-7?;-3-7;l'tn7x^-» fcf'jv* 

> _ 2 -'f;p] - l l - ( l -tf-frUf) v 4 -4 ;v) ^7©? h7 
b KO7 9>»*(20 mL)**g!lii[t(r*t?ift»Lfclfe, x.9 J -fr (3. 0 mL) *flnx.fco £, 
OfgffcK, (S) - ( + ) -1 0-*>7 7-'*A'*3'Sfc (48.1 mg) tjqx., IStl 
5#HHft#Lfco 7ximfHVW7*-b (29 mg)- b^x> (3.0 mL) & 
mi ink. 2t>izMU.-?2. 5P»n«#t^. RJ6«fclM*if-* (50 ml)fcft«^»* 
h 'J 7A7K(30 ral)**nx.-C^BBL^o #«JB (30 mL X 3) 

b^? 7 4 -(FUJI SilysiaNH, ^7** V : ftBft^f-^= 1 : 2-ffiixf^»*if 

**y-*=2 0 :-i)t?tt«U B Lfco 
i-7-;Kl mL), (5 mL) *Jjnx.TJK»$*fco 1 O^ftLfct, ±ff £E& 

*U »ofc»***J£9*Lfco #&ttfcB#*»EEtai*U *ft»*kLT*lft* 
% (20.5 mg, 34.2 %) Sr»fc 0 

! H-NMR Spectrum (CDCls) <Hppm) : 1.64-1.76 (2H, m), 1.72-1.82 (2H, m), 2.05-2.11 
(2H, m), 2.29 (3H, s), 2.88-2.93 (5H. m), 3.76 (2H. s), 4.17 (1H, m), 6.56 (1H, 
dd. J=2.0, 5.6 Hz), 6.90-6.93 (2H, m), 7.17 (1H, brs), 7.31-7.33 (2H, m), 7.37-7 
.46 (3H, m), 7.75 (1H, d, J=2.0 Hz), 8.31 (1H, m), 8.47 (1H, brs), 12.33 (1H, s) 

ESI-MS (m/z) : 551 [M+H] + , 573 [M+Na] + . 
[0 3 7 1 ] 

gfifcflB3 5 3 - [j_Z (3-7^*0-4- 13- [2 - (4-7^tn7x-JP) 7 

*±±\ f^?v>fH7x;^) M - l. i -V kZ 

Mlt^H^T, 1- [4- (2-75/tTU Vy-A-****!/) "2-7)^n7x 
- - 3- [2- (4-7WD7X-J1') 7-fef-A'] fi7V7 (26 mg) <Orl-7 
tKD7 5> (2.0 mL) jlStKhVxW?^ (0.0175 mL) . 7nnfS7x^«/ (0 
.0118 mL) *«3toHlA, llfl 0$frW*#L;fco JR*&**iWET«» Lfclfe, »**rN 
t N-y7f^A7SK (1.0 mL) b 'J if^7 5 > (0.0873 mL), v 

*f-;U7 5 >ttRktt (25.6 mg) liSt 2 4 WpM«# L^o RJg*K* (30 mL) 

, ftSfti^^ (50 mL) £#n;l> -S»-C4ll*|iMH*Lfcfc, ^Wlt^t*:- 
fijfttftia* (30 mL) T-ft&L, h'J->Af|E*U B 

®$^v'J*^V»7A?0'7h777^- (Fuji Silysia NH, a^^f > : SJxf A- 

= l : 2 ~^x.^;i/~M^^;v : > 9 J -)\>= 2 o : l ) -e*fS£U «»»1B#£*. 
jsl^o #<btt7'c^*#jgv , ;7jy;v7>7A^nvb^77'f- u#mi£;^7'*> : 
ft|[x.fjv= i : 2 -Sf xf ^-Stxf * : ^ ^ - 2 0 : l) t-ML> g& 

WBfl-**»L3fc. #<b^^fifeHfeB# (83.7 mg) frHflfcr.f-* (1 mL) -^**>(3 
mL) KJKSS^ @#£^iRL, M%&m?ZZtK£ •} , LXM'ffc'frW ( 

4.8 mg, 15.8 ») 

'H-NMR Spectrum (CDCh) <S (ppm) : 3.03 (6H, s), 3.72 (2H, s), 6.56 (1H, dd, J=2.4 
, 5.6 Hz), 6.92 (2H, m), 7.12 (2H, m), 7.21 (1H. m). 7.21-7.28 (2H, m), 7.73 (1H 
, d, J=2.4 Hz), 8.08 (1H, m), 8.33 (1H, m), 8.54 (1H, brs), 11.29 (1H, s). 
ESI-MS (m/z) (neg.) : 484 [M-H]". 
[0 3 7 2 ] 

mmm3 6 4 — 1 4 — r 3 — (2-7x-mfjv) f^g_ w ki 7^y^->i - 

2 - | [4- (fcfa'Jy>- 1 ->f JU) ^'Jy7-1-^^1 * JUtf-to T 5 7 I fcT'J 

Mfg^H^T. 7-feb-b 1 J;l' (2.0ml) K 2 - 7 x-^7*fA( 9 n 'J K (0.040ml) 

50 < CKT^*->7>'m# 'J 7A (60mg) SriPx.. raffl"C3 WpHHa#Lfc 
o 7-bhxb'^*«ES*Lfcft, MCWi'XV (2.0ml) b V ■> 

tBfE# 2005-3028512 
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A*»ifc (2.0ml) «r*nx.T15^m#L^o (0.7ml) *4- (4-75/7 

x y^..»-_2- | [4- (l^nyyy - 1 -4*0 ^'Jy'^-l-^] 
7 5 J\ kTUvV (27mg) t (S) - (+) -1 0-*>7r-X**>R (32mg) cox 
9 S-fr (1.0ml) i&iftKMKTflllx., 30*W«»Lfc. WJ&WL*$m^m> tmaB. 

b 'J9A*j|*^|Lfc, *r8W**fc*QJfcBfcfc&'*- b 'J ffifflfttt 

**5A^n^h/?7-f- (Fuji Silysia Nfc »*«;ftBft*-^A0 l=J:«9»«tfc 
o ^M*«ETi:glL, »a£«r«£E<e»-f*C:fctJ:iJ, Mtt** (17.2mg, 
44%) LT#7to 

'H-NMR Spectrum (CDCU) 8 (ppm) : 1.45-1.60 (2H, m), 1.70-1.90 (4H, m). 1.90-2.00 
(2H, m), 2.23 (1H. m), 2.50-2.65 (4H, m), 2.97 (2H, m), 3.74 (2H, s). 4.03 (2H, 
m), 6.53 (1H, dd, J=2.4, 5.6Hz), 7.11 (2H, d, J=8.8Hz), 7.30-7.50 (6H, m), 7.64 
(1H, d, J=2.4Hz). 7.68 (2H, d, J=8.8Hz), 8.03 (1H, d, J=5.6Hz), 8.50-8.70 (1H, b 
r), 12.31 (1H, s). 
ESI-MS (m/z): 559 [M+l] + 
[0 3 7 3] 

»ffiJ3 7 4 - 12— 7fr*P-4- T3- (2-7x^;l>7-bf ^ *-*7WK] 
7j .y^^>( - 2 - r (4-t^rV^ l J-/>-l--f^) ^;i/^;i/7^1 
2-T57-4- |2-7^^-n-4 - [3 - ( 2 - 7 x- A^-te-^AO f*9WK] 
7x/ + y| tfy^V (lOOmg) £fi*M«T\ f>?KKD7?> (2.5ml) 
■£fc„ 'a|uto&*frSPTfcN-.**-A" : eA'*y > (0.080ml) , ^nnff7z-Jl/ (0.080ml 
) fcSTFLfcft, £i&fc#fflLT20#IW«#Lfco BUStt*#«J^*fclMnj0«*** 

*M7U* (2.5ml) N-^^>I>*^*V> (0.2ml) , 4-**V^U 

S> (272mg) Sr^^TjPxT23^ram#t^o BUSte*!^^* i 

te#n&IfaK** b 'J 7A*Hi£-c^EL/:o * fi&ffilStBfcic* ^- b IS 

fcWEETfcfctfU »**«ffitt«'*-*ii:KJ:0, *»ffrfrW (83.1«w. 63%) Srfi-fe 

^-NMR Spectrum (CDCh) 5 (ppm) : 2.40-2.60 (4H, m). 3.75 (2H, s), 3.76-3.83 (4H, 
m), 6.57 (1H, m), 7.20-7.45 (8H. m), 7.64 (lH,s), 7.91 (1H, dd, J=2.4. 12.0Hz), 
8.07 (1H, d. J=5.6Hz), 8.48 (1H. s). 12.46 (1H, s). 
[0 3 7 41. 

mmm3 8 2- I [4- (j£*±jutaj) e^u v>- 1 ->f jui *±M±JkZAZ 

I _ 4 _ \2-yfr*X3-4- T3- (2-7x^7W) ±± ^±ji_Y^ -7^J* 

4 _ |2-7;i/^-n-4- [3- (2-7i-*7tf*) K] 7i/*y| 

-2 - [ (4-**Vtf-*y 5»- 1 -4 *^#s*75^] tf';v> (38mg) 
^nn^^y (2.0ml) Mi^HT V * f-^7 5 VdfiRJfi (15mg) ^ 7fcif-fb b y 7 

-th^y^-JfthVfi (40mg) *mz.X-WmWL?Zo JRJ6*frH«*.f-/i'fctt*l* 
B***7- b ')7A*»*T»RLfc.' «@*^P^M7Kmt- b V * IMOftia 

W7A?dv^77^- (Fuji Silysia NH, #ffl« ; RH^f"^ : *9 

5:5) K.fci5«f«Lfco IttWM#*«ffiTfciftlSU »at*«EK*^* - t K * 5 

„ &Mit&ya (22.8mg, 57%) S:9M*i:U#fco 

'H-NMR Spectrum (CDCh) d (ppm) : 1.40-1.55 (2H, m). 1.80-1.95 (2H, m), 2.28 (6H, 
s). 2.34 (1H, m), 2.85-2.95 (2H. m), 3.74 (2H, s), 4.05-4.15 (2H, m), 6.53 (1H, 
dd. J=2.4. 5.6Hz). 7.10-7.45 (8H. m). 7.63 (1H. d. J=2.4Hz). 7.89 (1H. dd. J=2.4 
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, 12.0Hz), 8.05 (1H, d, J=5.6Hz), 8.51 (1H, br), 12.44 (1H, s). 
ESI-MS (m/z): 551 [M+l] + 
[0 3 7 5] 

jdfegfl3 9 2 - I f4 - (7-gfy>-l-fM fcT«'jy>- 1-4*1 £*jj=L* 
T *y| _4_ j2-7*^n-4- T3- (2-7a»mf») tAJL^AJ^l 1 

4 - |2-7*'*n-4- [3- (2-7x-;V7tfM ftf l/^ K] 7i^">| 
- 2 - [ (4 -t + V^V 1 -4*) **#=*75^] WW (38mg) <T>'J 

?uuj?> (2.0ml) §11^ M7aiC-C7-t*^^>mm^ (I7mg) , TKffHfc V ') 7 -b b 
^y*-)|tf'J")A (40mg) «rSPx.T-Bjfem^L7t 0 RlDt££g£mJ-^* t I^D^tK 
b y)A*S«^ELfc. *«Ji«rl&»jK»**^ b 

7A^n7^77^ - (Fuji Silysia NH> ?#tB?& ; WML*-** : ^*/-*=95: 5 
-ffrfrtt (31.9mg, 78%) Lt#fc. 

! H-NMR Spectrum (CDCh) $ (ppm) : 1.50-1.80 (4H, m). 2.00-2.10 (2H, m), 2.19 (1H, 
m), 3.00-3.07 (2H, m), 3. 10-3. 20 (4H, m). 3.74 (2H, s), 3.80-3.95 (2H, m). 6.53 
(1H. dd, J=2.4, 5.6Hz), 7.10-7.45 (8H, m), 7.62 (1H, d, J=2.4Hz), 7.88 (1H, dd, 
J=2.4, 12.0Hz). 8.04 (1H, d. J=5.6Hz), 8.51 (1H, br). 12.44 (1H, s). 
ESI-MS (m/z) : 563 [M+l] + 
[0 3 7 6] 

j£MffiJ4 0 4- l2-7»tn-4- f3 - (2-7x^7-b f^/) ff)P^K] 
7 X y^->| -2- I T4- (bfnu *Jy- 1 -4*) tf^'J l -4*1 ft**- 

2-y=y-4- 12-7**0-4- [3- (2-7x-*7W) f*7WK] 
7xM->| kf-;v> (66.6mg) *S*»H*T\ f h5kKD7?> (2.0ml) 

*7M&?$SJTfcN- .**■****¥ > (0.0462ml) , >un^7i-)> (0.05 
27ml) fr**i«TL;fc«, Sa^#aLT15«-M«^bfco * #9* LT# h irtznUi 
N N-^f^^7 5K (2.0ml) 4- ( Vf n 'J v > - 1 - 4 * 

) tf^VS;> (136mg) Zmffi.KXmZ-X2V%mm&Ltz 0 KJg«*ftH|xf-*ttt*Ilft 
ifcjc** f «; •> A**iftT?#ELfco b V *a*8F»U l&flfcffi 

«/*5A^7hm-f- (Fuji Silysia NH, *ffl* I »*•*■?■* : **/-* = 95 
: 5) fci«Jtt«Lfco B»»H55-*'*ETfc»iaU »a*«BE«S»-r* - t <t 0 > 
miit&® (46,3mg, 48%) *Sfe»*iL'Cftfco 

^-NMR Spectrum (CDCh) $ (ppm) : 1.50-1.60 (2H, m), 1.75-1.85 (4H, m). 1.90-1.96 
(2H. m), 2.20 (1H. m), 2.50-2.60 (4H, m). 2.97 (2H. m). 3.74 (2H. s). 3.95-4.05 
(2H. m). 6.53 (1H, dd, J=2.4, 5.6Hz), 7.15-7.47 (8H, m), 7,63 (1H, d, J=2.4Hz), 
7.89 (1H, dd, J=2.4, 12.0Hz). 8.05 (1H, d, J=5.6Hz). 8.47 (1H, brs), 12.43 (1H, 
s). 

ESI-MS (m/z): 577 [M+l] + . 
' [0 3 7 7] 

||f4J 3- 16- \2-7H'*U-4- (3-7a=mfHt» V'fK) 7 
tf 'J ^ y>- 4 -4*1 -l -*?•*- 1- (1 -^f-*^^';y> -4-4 

*) frl^T 

3 _ [6 _ (4-75;-2-7WD7xAv) fc?V 5 7> -4- 4 *] -l-** 
( i f-;i/tT/^'; v y- 4 -4*) 7 V7 (50mg) * Ji* ^ -*(lml) \Z.ifeWt% 
■£tz&. D-lO-*>7T-^**>«(62.3nig)*lniiL5»IBI«»Lfco :-C7i-*7^ 
f-*4 V*-Ji-S/T*- Kl-ZH^M, 0.355M. 0. 565ml) £2JDx.lB#ffi«# L/io 
ir^Jif-*(30ml), l&fD^m7K#± b 'J "7 A7K.^f£(20ml)^iDx.T^Et^o 
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&mRM7k.mi- h V ^A7KM(20ml), *(20mlk M^7K(20ml)T")l|I^:»L, SStK 
iic^y- b 'J^tflL/co L tf t v 'J * * 7 A ? n v b 

71- (Fuji Silysia NH.rfffl^ ; B*xf*) K J: !j flNRLfcffex SMM^^ttMIL. 
fc„ &fe*ifc»ffifcS>.xf-/l'^--r/l'(0. 5ml) (2.0ml) ZMz-rmfc£$&T%Z-£ 
tz 0 mfoZZML, M%.fttort&Z.£fc* MffrfrW (12.4mg, 16.8%) ffirftMft 

J H-NMR Spectrum (CDC1 3 ) 5 (ppm) : 1.30-1. 72 (2H, m), 1.81 (2H, m), 2.11 (2H, m), 2. 

31 (3H, s), 2.60-3.10 (5H, m), 3.74 (2H, s), 4.19 (1H, m), 7.00-7.60 (8H, m), 7. 
68 (1H, s), 7.86 (1H, dd, J=2,llHz). 8.34 (1H, s), 8.45 (1H, brs), 12.43 (1H, br 
s). 

ESI-MS (m/z) : 552 [M+H]\ 
[0 3 7 8] 

«ffN 2 1. l-y^^-ZU— 3- 14- T4- (3-7x^^7-b»;Hl/-fK) 7 

g**ffl*C"r\ 2-7i->7-fcf7U* (149mg) £1, 2-y7nDX.^ (10ml) 

^+-9-*V^ ^D'j K (0.175ml) ^tnx.THO'ClCT-HfeM L£o & 

jm£^EET«^LT#<b*t«s^ ^s^h^t. n, n-/^mj^7U' 

(3.4ml) 3- [4-(4-75/7xy#v)e<Jv'V-2-'f^ - 

1, l-V^f;Hl/7 (lOOmg) ^inx., 30^^L^o KJSifcSriW^V £ tKT 

g£LT#'b*Lfc^£v , ;#yji':*vA?n-7 ^57^ - (?#£15r£ ; ^*-9-> : ff?& 
xf;v=i:3) HiOMtTto ffl^M^^iltETHiiM Ltzfe, nm^mm^^t 

I N^MX^SfiLfCo *JiU 1 NT^mti- h y * A*»ifcfcira*.-C7>i'# Uttfc Ltzfc, 

*Lfco #«t«*LT, lNttlf^BLfc. *il=lN 

etc, ^mx.^;wi: 1 N&!*-c?#ELfco 1 NjjcBMfc* h U A*»**lip£ 

ffiK^BBL^o TkJf k 1 N*K<b^- h y *J*fr»m*tia*.XT»'* y&£ Lfc&, Itm 

g-frfco *tfifc;&fl!lU a$Ctt*-r*ii:H:J:*)*JBMb#« (8.1mg. 5.1%) £r&3Tfe£i 

J H-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.88 (6H. s), 3.73 (2H, brs), 6.56 (1H, m), 7. 

II (2H, d, J=8.4Hz), 7.25-7.45 (6H, m). 7.60 (2H, d, J=8.4Hz), 8.09 (1H, d, J=5. 
■6Hz), 8.86 (1H, brs), 10.52 (1H, brs), 10.98 (1H, brs). 

[0 3 7 9] 

flMLiJ 4- 12-7**0-4- T3- (2-7x^JU7'fefM g_W_K] 7 j. 
y^rvl -2 - f (tfP'J v>- l -<i»A ^^aKx^7?>>l tf'jy> 
MOTStT, 2 -7x-^7* h7$ K (128mg) =£: 1 , (10ml) 
icitfilS-frtf:^ * + -»f , ;A' *ny K (0.103ml) £jJ0 X.T 120*0 T— Bfcm# Lfco R 

(3.2ml) U»«f$*, 4- (4-7<;-2-7Jl'tn7x^y) -2- [ (tTny 
;v) -h )\s **- ^7 5 y ] fcf y v y (lOOmg) £Sn x. , 3055-P^# t /c 0 RlS 

7i?D7h777^- (FUJI Silysia NH, mttifc ; : l : 3) 

Ki0»llU. Btt«M#*»f6U ^SKSiiffl'. (2ml) -^*->J-> (10ml) * 

fH|E^F2 005-3028512 
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*in;tT,fS B B B *^tfi$-£*:o ®£k*?>tyL, .m*MM+&ZbK £ •jgJaHfc'frW (H3mg, 7 
5%) tSft«*kUfffc. 

>H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.70-1.90 (4H, m), 3.20-3.40 (4H, m), 3.74 (2H 
, s), 6.60 (1H, a), 7.20-7.50 (8H, m), 7.77 (1H, a). 8.10 (1H, d, J=5.6Hz), 8.70 
(1H, s), 10.61 (1H, s), 11.04 (1H, s). 
[0 3 8 0] 

mmM4 4 2 - r {2A±J^lZAJA *Jd£=JkZAZJl -4- ~\2-yn>*n-4- 

T3- (2 -7x^)l/7-(rfJV) g_Wf_K] Z^Z-±jd tf'J'^^ 
a*#H5CT, 2-7x-^7'th75 K (126mg) «r 1 , (10ml) 

?oiJK (0.101ml) 'SrjjPx-CllO'C^-C— qfe^L/c R 

(3ml) fciMBS*, 4- (4-7?y-2-7Wn7xMi/) -2- [ {*J*f-)\> 

75 y) *;^*75;] tT';v*> (90mg) iim*.. 20»M»#Lfc,, &j£$*B$mj- 

f^77-f - (FUJI Silysia NH,.»ffiSK-; :*»*^^= 1 : 3) KJ:«3«« 

U Btt*Ifffl-**»Lfco attlcftfllif-A' (1.5ml) «rSnx.T^ H B H *^fm^^/Co & 
B H B * U »*Wfc*Vr * itCi D-StfMfrfr* (36. 3mg, 26%) * Bfe*ft£ i: LT#£ 

°H-NMR Spectrum (CDCh) 5 (ppm) : 3.01 (6H, s), 3.75 (2H, s). 6.53 (1H, m), 7.00-7 
.80 (10H, m), 8.04 (1H. m), 8.20 (1H, s), 10.61 (1H. s). 
[0 3 8 11 

$mm4S 4- \2-7fr*u-4- 13- (2-7x^mf-») ^W-£3 7 ^ 
j** y \ -2- I r 4 - (tfp'jy>^l-Wn/) t:^'Jy'/-l- ^H ijfr#-*,7 

MSf#B50\ 2 -7x-m K (203mg) *1, 2-S>*nDi*> (20ml) 

?D'JK (0.174ml) «rjbn^-ri20 < C^-C-.Bjfe»L7t o JR. 

(5ml) 4- (4-7U-2-7Wn7x^y) —2— ! [4 — (t- 

n ij -xf ;u) tT^ i; «; > - i - A ;v] * ju#=.jut 5 J \ \£*) a J> (295mg) * 

j&ll/U 1 B#^m#t7Co £&«*»»**•*£«&»&«**■*- J* 'J * *BEL/: 

^#<btL^MSr'>';*y;V*7A^nTh^v7>f- (FUJI Silysia NH, ; 

: > *7-;w=98 : 2) CiOHSU. BttOT^fcfcETKflMflU ftfefufc 
H'feft^tt^Mt**"- 1 -^*' ( 10ml ) INS® (5ml) X-mihLtZo *Jf 

U dcTftfrLfc*^ 60ti:tSaSit^-tCi >K Mft-frW (116mg, 2850 *$ 

X H-NMR Spectrum (CDCh) 5 (ppm) : 1.40-1.60 (2H, m), 1.60-1.80 (4H, m). 1.90-2.00 
(2H, m). 2.20 (1H. m). 2.50-2.60 (4H, m), 2.90-3.00 (2H, m), 3.75 (2H, s), 3.90- 
4.05 (2H, m), 6.52 (1H, dd, J=2.4. 5.6Hz). 7.10-7.45 (8H, m), 7.59-7.64 (2H, m), 
•7.78 (1H. s), 8.03 (1H, d, J=5.6Hz), 10.57 (1H, s). 
[0 3 8 2] 

$ftW4 6 b'D'Jyv-l-AH'vi 16- r2-7;V^P-4- (3-7^-;V 

gjg^H^T, 2 -7x-m^ 5 K(905 mg, 6.7 mmol) to'J 9 n ni* (9 
0 mL) £**-9-*V» ^ n >; K(1.75 mL. 20.1mmol) *iDx., 110t;-C12K>|Hiaj* Lfc» 
JEb&*taa*T>frfllt*:«, «ET£»ltL*:o #<b*i£*|^K^*^>(13.4 ml)* 
Jllx., 7x-*7-fefH V/7^.- h<73^^^>^fl£*P^L/c 0 ilfi^T, tfn 
ij > _ 1 _ # [ 6 - (4-7;/-2-7^ta7x;^y) tf V 5 v > - 

ttifE# 2005-3028512 



#M 2004-0544 51 



^-v>: 119/ 



4-^f;V] 75 K (40 mg)<^N, N-vV^^*^^7? K (1. 0ml)?#i&H±fS7 ^ 
7-tef-W V>7*- CLffO.948 mD^JPx., EfiT'lB#^m^L/t 

o RrsiE^ra^^^ (50mi) tmmikn&^-i- 1 v ^^mm (20ml) t-^iel^o 

ikUJ:0, ifM*HTiH^» (47.1 mg. 78.1%) *»fc„ 

'H-NMR Spectrum (DMSO-de) d (ppm) :1.83 (4H, m), 3.40 (4H, m), 3.73 (2H, s), 7.25- 

7.36 (7H, m), 7.44 (1H, s), 7.69 (1H. a). 8.37 (1H, dd, J-1.2 Hz), 9.38 (1H, s), 

10.56 (1H, s), 11.01 (1H, s). 
ESI-MS (m/z) !479 [M+H] + . 501 [M+Na]\ 
10 3 8 3] 

jlMff!)4 7 b'P'Jy>-l-^)^ )4- r3-^PP-4 - (3--7jl-;U7 
•b-^A"»WK) y*Z*Lk} ^ x )~s>-2-4M 75 K 

tfn'Jy>-l-*;^*>i [4- (4-7^-3-?nn7xM-» k?>j^>- 

2- ^;u] 7= k (20 mg) £N, N-^fA-**A7? Y (1.0 mL) 7 
x-;V7-fefJKVy7^-F ^*>iSft(0.019 mL, »iiffil ) tfllx.,- Ifttl 

= 1 : l KM H#***XU %$F*r^ * / -*-ettlMfe> ii^ftifti - *^ 
Hi >3, ^Stfe©**: L-Cjta-ffc-fr* (10 mg, 34 X) *#fc„ 

'H-NMR Spectrum (DMSO-de ) * (ppm) : 1.78 (4H, m), 3.36 (4H, m), 3.74 (2H. s), 6.56 
(1H, dd, J=2.4, 5.6 Hz), 7.17 (1H, dd, J=2.4, 9.2 Hz), 7.26-7.35 (5H, m), 7.42 
(1H, d, J=2.4Hz), 7.47 (1H, d, J=2.4Hz), 8.10 (1H, d, J=5.6 Hz), 8.30 (1H, d, 
J=9.2 Hz), 8.69 (1H, s), 11.04 (1H. s), 11.18 (1H, s). 
[0 3 8 4] 

».^J48 gjMjj; >- 4 -Itfr-tf-y&L 14 - T2 -7^n - 4 - (3 -7x-JI> 

*;i/*'J >-4-*^#^K [4- (4-7?^-2-7^n7xMy) 
_ 2 — f 75 K (54 mg) ON, N - V* f-frfrfr A 7 5 K (1.0 mL) |fi:7x- 
;i/7-bfJMVy7^-f ^**>»S9E (0.972 mL, 1 ) ?rJnA, Ifit2 5l$ 

BSfliLfc. SlDiS^SiifJi' (50 mL)i:7X (30 viL)X : ft%iLtzo tISit&ffitI* 

A?D7h^7^- (?#ffi?fc; ^*-9-v : i : i~i : 2~SSxf^- 

fsBjo.f-A' : * 9 j -)v= 2 o : l ~ l o : l ) -ettSLfco g totoTBfrfcaUftU #e> 

jMEjltiikti^ &fe»5fcfc LTMfb£1& (9.5 mg, 12 X) «r#/c 0 
^-NMR Spectrum (DMSO-de ) 5 (ppm) : 3.40 (4H, m), 3.55 (4H, m), 3.74 (2H, s), 6.61 
(1H, dd, J=2.0, 5.6 Hz), 7.27-7.40 (8H, m), 7.77 (1H, dd, J=2.4, 8.8 Hz), 8,13 
(1H, d, J=5.6Hz), 9.28 (1H, s), 10.61 (1H, s), 11.05 (1H, s). 
ESI-MS (m/z) I 516 [M+Na] + . 
[0 3 8 51 

».ff!i4 9 1- (3-^xfA>7?^aW -3- 14- f2-7/U*-P-4- ( 

3- 7x-J1^7'tf^'?^ / f K)- 7x>/^->1 W s J*-2-4M - 1 -*3 -)\'<yi'T 
!_ (3-y'xfjl,7^7 , Dli» -3- [4- (4-7?;-2-7^n7xM 
v) tf' J v > - 2 - 4 ;W] - 1 -tf-frWT (100 mg) (Df h 7b KD7 7 > (2.0mL 
) §tC7-x-^7-tf JMVv7^-h ^*-9->T§l£ (3.4 mL, SSMD^iDx., M 
5g#B^T, £»-C3 03-W«#Lfco 7x^7^MV>7^-F ^**>»iS 
(1.0 bL. 1SW1)*jIJDL, £aVT?$&C3 0#^jf#L£o S*B*S:ftBfei^JV'-7- 
h7tK0 7 7>SMi(l : 1. 200 mL)fcfi«^Bt**^bUr>A*»*Cl5inl)-e* 

eu, ^^s* i NTK^k^- h -> A***Tft»u as**** b '^Atssiit 
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□ «F«E«*LTfie>itfe»S*i";*^*9A^nTb^97'f- (FUJI Silysia NH, 

00 ml)fc»#$Ht\ 1 N Tfc^k^ b SAzfc-CifcifrU *M8W*&**lcai^ Mif At 
(£i»Lfco-»fllt®*LTff<9*tfc5Sittwyxf-^-^^ (3ml), ^**f> (3ml) SrjJDx. 
x $ftHLfcH#*%JRL;fco ^tl^v'if-^-ril'WU £ J: . 

, LTr^jgl"fc£-tJ(8.3 mg, 5.9%) £#fco 

'H-NMR Spectrum (DMSO-do ) 5 (ppm) : 0.97 (6H, t, J=7.2Hz), 1.67 (2H, n), 2.35 (2H 
, m). 2.52 (4H, m), 2.79 (3H. s), 3.28 (2H, m), 3.74 (2H, s), 6.54 (1H, dd, J=2. 
4, 5.6 Hz), 7.27-7.40 (8H, m). J. 76 (1H. dd, J=2.4, 8.8 Hz), 8.07 (1H. d, J=5.6 
Hz), 10.60 (1H, s), 11.04 (1H, s). 
ESI-MS (m/z) : 551 [M+H]V 
[0 3 8 6] 

mMW5 0 • 4 JH^7^>- 1 -ft;u#>lB 14- r2-7;i/^n -4- (3 

4 -^f-;i/tf^7i^>- 1 -*/nlf>BI [4- (4-7^-2-7^*n7x/ + y 
) v^- 2 ->f /!/] 75 K (80 mg) Or b 9 Kn 75 > (2.3mL) il$i:> 7i 
i;l/7-tfA"fV->7^-F ^-f^itifc (1.4 mU 1 ) £fln;L> MH#B^.T 

, Mt?2WHIHM*Lfc. IIt*^^iif;v ( 100 mL) A** 
% (50 mL) Tfl-BBLfc. *Wt**«lt 1« AT»«j|U «EET»*Lfco «8t 
£v"; AW7A^D7 h^57-f- (FUJI Silysia NH, i&fflifc ; > WfB^ 

f-;v=i : i -||xf ;v-ftixf ^ : ^ ^ ; - ;i'= l o : l) -tyfaULizo iWWW 

^xf^x-rA'WL, a«1B»-r*ikPJ: 0, ifeft*tLtW#» (55.2 
mg, 47 ■%) fcftfco 

^-NMR Spectrum (DMSO-de ) 8 (ppm) : 2.16 (3H, s), 2.25 (4H, m), 3.40 (4H, m), 3.74 

(2H, s), 6.59 (1H, dd, J=2.4, 5.6 Hz), 7.27-7.40 (8H, m), 7.76 (1H, dd, J =2. 4, 
8.8 Hz), 8.11 (1H, d, J=5.6Hz), 9.23 (1H. s), 10.60 (1H, s), 11.04 (1H, s). 
ESI-MS (m/z) : 507 [M+H] + 
[0 3 8 7] 

mWM51- 3- T6- (2-7;v*p-4- 13- T2 - (4-7»ta7x-)H T 
-b^frl ?WKl 7xM-» g'J 5^>-4--f jVj -1. l-yVf^7l/7 
S*#H*C"r\ 2-(4-7Kn7x^)7*b75F (125mg) *1, 
-x*> (9ml) t^rf'J/l' ^n'j K (0.10ml) ^rinx-T 1 1 O^Kf 

-HMWPLfco £JESte«EETK^LT»e>*ifc5*ffi*^ S*M$tT\ N, N-vV 
m«/A7 5K (1ml) 3- [6- (4-7U-2-7;Kn7x^ 

->) tf «; 5 y^- 4 --f -1, 1 1^7 (90mg) on, n-s?**-***' 
A75 K (2ml) S&£JD;U 30#H&#Lfco J60S**»«xf-)U t*.t?^Ifi Ltz a *T 

klAy^viMxf^l : 3) tcfcOflNRLfco B»»Ii#**«ffe. 
gtc->'if-;VJ.-x;l'(2ml)-^^-9-^(lml)Srinx.-CE^$*7to H#**JRU i§^S£ 
Jft-TSifcHiO, mmik&® (72.4mg, 49.8%) «:^fWtLt|/;o 
'H-NMR Spectrum (CDCls) 5 (ppm) : 3.06 (6H, m), 3.72 (2H, s), 7.10 (2H, m), 7.16 ( 
2H, m), 7.20-7.40 (3H, m). 7.50-7.70 (2H, m), 8.34 (2H, brs), 10.58 (1H, brs). 
ESI-MS (m/z) (neg.): 469 [M-H]~. 
I 0 3 8 8 1 

mmm±2 3- 14 - r2--7JV*p-4- (3-7x-^7tf M^^ K) 7^ 
mmmm%~r, 3- [4- (4-7^-2-7^07x;^y) \zv*j>-2-4» 

ffi|E#2 005-3028512 
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] ! _ (i->^;vtf^i;i?>'-4-'f ;W) VU7 (50.0mg) 5"ff7 

tKn-7v> (2ml) l<zmmZ*tMk^ 7x-;V7*fJM y->7*- b b;V-x>?# 
«(0.80mK 0. 5Mb^^iK, Mfl) 1 ) £ JUx, IB»|IB»L/£. KiS*«:»*J- 
f-/uklMD*tBbJt*^ b U Lfco b 'J 

*; tK> t&fn£a*"?»Ufeifci*U itofcttB^ by tfco »»S*L-c»&* L 

fc^&Srv'; *W7A^n? b^77-f - (FUJI SilysiaNH, *tti*;ftK^^^: 
i^y_;V= 9 ; i) j: I) tt« u B Lfc 0 #6*tfc»*K«x^/i/-x 

-'x^(lml)-^^r-9-^(0.5ml)*inxr>i^$^^o H#*6fllU 
J:'«?*Wfc-ft* (63. ling. 88.1%) *86Jtfe@#i: LT#7c 0 

•H-MIR Spectrum (CDCh) a (ppm) : 1.40-1.62 (2H, m). 1.70-1.84 (2H, m), 2.05 (2H, 
m), 2.28 (3H, s). 2.84-2.94 (5H, m), 3.76 (2H, s), 4.16 (1H, m), 6.52 (1H. m). 7 
.08-7.19 (3H, m), 7.30 (2H, m). 7.34-7.46 (3H, m), 7.58-7.74 (3H. m), 8.04 (1H, 
d, J=6.0Hz), 10.57 (1H, brs). 
ESI-MS (m/z) : 535 [M+H] + . 
[0 3 8 9 ] 

$MJ5 3 4 - (bfp'jy>- 1 -4 )jd tf^'j vy- 1 14- [3- 

7)V*U-4- (3-7x^7tf^»l/^K) 7xMVl g U V > - 2 - 4 /H 7 
^ K 

2- [7**n-4- (2- I [4 - (tfn i; y>- l -4 *) tf^Uv^- 
1 -a/UK-*] 75 ^1 V *Jy- 4 7i^] #;WO-b (165 mg 
).©fF7kKD77^ (5.0 mL) iiCl 0%A7y7AM (32.9 mg) *tn;l„ * 

5.0 mL), 1 (32.9 mg) SritlniU **#H«T, Mt?$e>C2«F 

WB*Pia#PLfco *MS&*6BUU ^fi (4mL) ^)f>7b Kn77>t»IWUo 
fte>fifei5«|:7xin'7-fefHyi'7*-b (1.84 mL. ^-9- V* 

7*-b (1.84 mL. ^*-9->i§f0U 1 ) fcitiJIlU $ <b 1 B#W«# LfCo £US 

?£H nflfccf-* (50 ml) tfejft*fcic(30 Bl).«rJnx.T^EL^o ^r««* 

f&sftftffl* (30 mL X 3) T-ft&U iteMM* b 'J HttSL^:. »«ES*LTft& 
*Vfc»tt*">y#*'>>'#9A$ r nvb^-97 4- (FUJI SilysiaNH. ?#ffif^;^^^> 

:'»BEj.f-^=i : 2-#»xf-^~ftBRxf-/u : *fS-)V= 2 0 : l) T*ffl^L> S 
W»lB**aii»Lfco We»*Lfc«*feH : * (94 mg) * ->*xf^i-f)K3 mL) fcMS 

«fet*attlll;^ (75.4 mg, 43.5%) *»fco 

l H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.28 (2H. m). 1.66 (4H. m). 1.78 (2H, m). 2.12 

(1H. m), 2.46 (4H, m). 2.86 (2H, m), 3.75 (2H. s), 3.97 (2H. m). 6.58 (1H. dd. 
J=2.0, 5.6 Hz), 7.02 (1H. d. J =9. 2 Hz), 7.26-7.39 (7H. m). 8.12 (1H, d, J=5.6 Hz 
), 8.17 (1H, m). 9.21 (1H, s), 10.76 (1H, s). 11.17 (1H. s). 
ESI-MS (m/z) : 561 [M+H] + . 
[0 3 9 0] 

mmm 5 4 3 - 14 - [3-7A/*n-4- (3-7xx;V7-tf;l'7WK) 7 x J 

\Zv\?y-i-4M -1, 1 -->v-f-;v^ 1/7 

^v-» ]4- [2- (3. 3-y>WWK) feTU v>-4-^f ^^^r->] -2 
-7;i/^n7xx;i/| * ;W?* b (86.9 mg) Of 1 7 t b*n 7 7> (5.0 mL) 

•1 o%A7->*7AM (21.8 mg) zmz., **3tHj*Tsa-c 2 si^ram^L^o 

*%gOU »l^^I«r F 7 k Kn 7 7 '/t^LfCo f§ h frfz ?,ili:7x-iV7*f 
>WV->7*-b (1.23 mL, M«l 1 ) fciDx., Mft^ffl^T, ISf 

' m#W*#Lfco EE*C»f^ (50 mDiTtc (30 mD&iluXxftt&Ltio %Um* 
(30 mL x 3) TifeifrU b V -7 i« Lfco »*9*Ltfte> 

fL7c^$;-> , l*'7'^*7^^ i:i ' 7 b^ r 7 7'f- (»m*; ftKx^-n'-ftift.x-f-fl/ : ^ 

ffiIE# 2005-3028512 
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^-^=2 0 : 1) TttHRU BWftH**ift«ilLfco W&ftfcJfcStfeBtt (83.7 mg) 
CftlSxf^/ (1 mL) -yif^x-f* (3 mL) ttxTSI$*to @#*^>^L 
, aAKWtiCtCiU, LTBW»(48.0 mg, 51.9 

l H-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.90 (6H, s), 3.75 (2H, s), 6.60 (1H, dd, J=2 
.4, 6.0 Hz), 7.03 (1H, d, J=8.8Hz), 7.22-7.46 (7H, m), 8.12 (1H, m). 8.18 (1H, 
m), 8.92 (1H, s), 10.76 (1H, s), 11.17 (1H, s). 
ESI-MS (m/z) : 474 [M+Na]\ 
[0 3 9 1] 

»ffl)5 5 N— (3-7.fr*P-4- 12- [ (^fr 'J > - 4 - i) )Vtf=.)V) 75/ 
1 e»; v>- 4 --f JU^^->I TxfVjV) -N' - (4-7^tD7i-;M Z-EJLUf 
Itfl^T, 4- (4-7V-2-7^tn7i/+v) -2- [ >-l 
-4)V) *JV^7 5 /] k:°Uv> (106mg) £N, N-y^fi^^T? K (2ml) 
Ki&JSiS-** N- (4-7^07*^) vp — 7vF (189mg) „ hV^* 
75> (0.134ml) (1H-1, 2, 3 > V Y 'J T 1 - 4 -» [Y 

V (y>f ^7?y) ] A*t7^DW7x- K424mg)S:50'CHT 

^*7A^D-7^77^- (FUJI Silysia NH, igtHifc I Sfif*~SIxf^ : 

-;i/=i9 : l) niOflffltTto iW«»I[#*«HBU »&*tfc»aEfc-:>J-*-fl'J- 
(5ml) -^3MJ-> (5ml) *lnit"CJ8fliS*^» B#*%JRU it 
KJOaMMfrfrW (H6mg, 70.6%) & fife©**: LT#7c 0 

! H-NMR Spectrum (DMS0- d e ) * (ppm) : 3.37-3.41 (4H, m), 3.50 (2H, m), 3.52-3.60 (4 
H, m), 6.62 (1H, dd, J=2.4, 6.0Hz). 7.17 (2H, t. J=8.8Hz). 7.30-7.45 (3H, m), 7. 
63 (2H. dd, J=5.2, 8.8Hz), 7.83 (1H, m), 8.12 (1H, d, J=6.0Hz), 9.29 (1H, s), 10 
.27 (1H, brs), 10.52 (1H, brs). 
[0 3 9 2] 

■ Ilifcfll5 6 N— (4-7^P7x^) — N' - (3 -7fr*P-4- {2- [ (fc 
a ,j j -j}^^-)]/) 75/1 fc°'J y >- 4 ->f /ua-frM 7x,x») ?atU' 
^sd^B^T, 4- (4-757-2-7Wn7x/Jf» -2- [ (tfP'J =Jy- 1 
-4;i/) ^W-JVT^] if'Jy'V (47.8mg) £N, N-*^f***A7? K (2ml 
) i-r#£$£-£> N- (4-7;i'tn7x-jv) vnxy? 7-/K (89.3mg) x h'Jxf 
;i/75'> (0.063ml) , (1H—1, 2, 3 -^>Vb V 7 V-^— 1 ->f ^**v) [ 
j» ij (v^-^;l^7$y) ] — 7^ ^t7^o^X7x- b (200mg) ^50*01- 

rin£> (Bia-ci«Fwa^Lfeo acB**aai*Tr**iu $m:-%i#l/; 0 kb®. 
tw&ix-i-ji't i N*a*ft7- b 7A*»»ffl-ELfco ^r«Ji*i&^oiftSt**^ b v * 

fte>*Lfe53fcffit"> , ;*^»'*9A^Dvb^97-f- (FUJI Silysia NH, 
xfjKilxfjv:i^-jv=95:5) OfllSLfco Ett«NB#*aaiiL-cw& 
fifcSiCi'if-^-T-fl'-^t^ (l : l) *irax.TJBS$'£fco B#*%fl!lU 
•Sfciafc-rfcifcCJ^Mfl:-** (28.7mg, 38.4%) *S6Jt-fe»*t LTfa^:, 
J H-NMR Spectrum (CDCh) 5 (ppm) : 1.92 (4H, m), 3.39 (4H, m). 3.47 (2H, m), 6.74 ( 
1H, d, J=2, 6.0Hz), 6.90 (2H, t, J=8.8Hz), 7.07 (1H, t, J=8.8Hz), 7.23 (2H, m), 
7.51 (2H, m), 7.56 (1H, m), 7.62 (1H, d, J=10.8Hz), 8.09 (1H. d, J=6.0Hz), 9.62 
. (1H, s), 10.08 (1H, brs). 
[0 3 9 3 ] 

#dfeff!l5 7 N— (3-7JU*P-4- 12- [ (gP 'J 1 7^ 
1 \£*)i?>-4-4JU**i/\ y^=-)V) ~N' - (2. 4-77» tQ7xXjl/) "7P 

mmmm%T, 4- (4-757-2-7Wn7x;tv) -2- [ (ifP'jv^-l 

ffiSE#2 005-3028512 
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--f;U) *fl/#i*73y] eyv> (50mg) £N, N-^fHMTU' (2ml) 
KvtfSc^x N- (2, 4-^7Jl'tD7ziA') vP^y? 7vK (51.0mg) , Y ] ) 
xf^7 5> (0.033ml), ( 1 H— 1 , 2, 3-'<'/'/F , J7'/-)W-l-'fmJ' 
) 5 / ) ] ***-7 A ^t7;l'tn*77x- h (105mg)£50 

W9A^dv h^77<f- (FUJI Silysia NH, i§mi£ ; : *H|J-f-/U = l:l 

~i:3) izx*)ffiwiLtzo smmm^^Lxn(bi^tzmmz^^)v^-^)v-^^ 

*fv (3:1) tljnx.T!RiB$"frfe^ mfcZ*>MLtz 0 &e>*ifcH#* 
(lml) KJESS-Sfcffc, ?>1RU MSMilk-t&Zt\z£*)&Mt&m (12.5mg, 15.4%) 

*H-NMR Spectrum (DMSO-de ) S (ppm) : 1.80 (4H, m), 3.31 (4H, m), 3.59 (2H, m), 6.61 
(1H. d, J=5.6Hz), 7.09 (1H, t, J=8.0Hz), 7.20-7.45 (3H, m), 7.47 (1H, s), 7.82 
(1H, d. J=12.8Hz), 7.94 (1H, dd, J=8.0. 15.2Hz), 8.11 (1H, d, J=5.6Hz) ( 8.70 (1H 
, s), 10.06 (1H, m), 10.53 (1H, m). 
10 3 9 4] 

»ffiJ5 8 N- (2 -yfrtu -7 3--)\>) — N ' — (3-7 12 - \ (tf 

p'jy>-i-^w^) 7<y] hT»; 2 ^~ 4 ~^ jk±±>J 7^-jv) ^ntU' 
a3R#H5RT> N— (3-7;v*p-4- |2 - [ (fn').y>- 7 5 
y] lfV-/>-4-'f^**'>| -7x-*') TB-^ 7vK (20.0mg) *N, N-i> 
^f;V*JK7? K (lml) EiSKt: 2 -7^D7i-^7 5 > (0.010ml, 

) , hijxf;V7^ (0.014ml) , (1H-1, 2, 3 V f V TV- 1 - 

;V*3f-» [>'j (y>f)V7 5/ ) ] *^*-7A ^^r^ 7 P 7 x - b(44m 
g)-*Jnx., 3HBJIJfLfco Rj©»«r»Bli'9 L ^fcl&«Itt'flIT^*-'>A*»*t?fl-KL 

^ 0 ^M&i&fnawtT*'-*-? ma-k&fr-?m<km&L, mxmki-Y 
siaacA^tvissiif^i : 5~#Biif-A/) kj:h»su. B»ftii#*» 

i^LT#fcftfc5$£fc^i^;i'i-x;v (lml) (lml) «rUnx.rjBl«§*3to 

b#**wu mft&m-tzz t \zx (Mftti U5.3mg, 62.1%) tsfeKi it 

'H-NMR Spectrum (DMSO-ds ) <J (ppm) : 1.80 (4H, m), 3.26-3.44 (4H, m), 3.61 (2H, s), 
6.60 (1H. dd, J=2.4, 6.0Hz), 7.10-7.23 (2H, m), 7.24-7.32 (1H, m), 7.35 (1H, d, 
J=8.8Hz), 7.39 (1H, m), 7.46 (1H, dd. J=2.0Hz), 7.82 (1H, dd, J=2.4, 12.8Hz), 7 

.99 (1H, m), 8.11 (1H, d, J=5.6Hz), 8.70 (1H, s), 10.05 (1H, brs), 10.51 (1H, br 

s). 

[0 3 9 5] 

mmm.59 N-(2. 6-y'7^tD7i-)H-N' - (3-7;l/^-a-4 - 12- [ 
(tf P ]) v>- 1 7^1 WJ>-A-4fr** 9 A 7x-») -?P7- 

a^#ffl^T, N- (3-7/u*n-4- 12- [ (t?n y v^- 1 -a;u*'-;u) 75. 

t: '; ->'>- 4 -W;i/**->l 7j.-;v) vo — T*>K (20.0mg) £N, N-v 
>f;wt^A75 K (lml) K lSt:t2, 6-v*7Wn7-^ (O.OlOml 

) ; h iji^;i/7 5 > (0.014ml) „ (1H-1, 2, 3-^V , /> , J7y*-^-l-^ 
)V**l>) [b'J (y^f^75/) ] *X*-7A ^t7**nW7x- K44m 
g)*»Dx., 3B*P^m#L/io Rt&^*^m^^>'l't«^b7>*-7A7lcMT-7>ieL 

LT#P)^^SlwV?J.f-;Vi--r;V' (lml) -^^-^^ (lml) £trax."C!l?§ Z^tzo @ 
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#*%#U »ic«j»-r*CtCJ:»>«i'fb«fi* (11.4mg, 44.7%) t6fe»*iLtH 

/Co '■ 

'H-NMR Spectrum (DMSO-dc ) 5 (ppm) : 1.80 (4H, m), 3.26-3.42 (4H, m), 3.56 (2H. s), 
6.60 (1H, dd, J=2.4, 6.0Hz), 7.18 (2H, t, J=8Hz), 7.25-7.44 (3H, m), 7.47 (1H, 

d, J=2.4Hz), 7.83 (1H. dd, J=2.4, 13.2 Hz), 8.10 (1H, d, J=6.0Hz), 8.70 (1H, m). 
9.96 (1H, brs), 10.52 (1H, brs). 
[0 3 9 61 

mmm6 o n- (2 y±^2-z~Jkl -n' - 0-7^^-0- 4- 12 - r (g 

p i; j -ji)V#=.)V) 7 5 y ] fc° U V > - 4 - j Jt'* * vl 7x~,M g_Pj£J_K 

S*#B*CT, N- (3 -7^*n- 4 - 12- [ (fcf n y y 1 - * ;w-K~;U) 75 
y; I tf>; 4 --f 7i-J/) -?U — y 9 7vK (20.0mg) £N, N-v 

^f^*^A7^ K (1ml) IiCT2-^ Ky7x-*7^ (0.011ml 

) , bij^f-;kT?> (0.014ml) , (1H-1, 2, 3 V b U T 1 - * 

;l/**v) [MJ (y7f;V7 5» ] *A*->7A /\4r^7^*n*^7x- h (44m 

FUJI Silysia NH, I ^*->r> : ftfif ^=l:5~ft|if ^) ± *)«»Lfco 

g Wt/lS^^MLr^etL/c^tCvi^^j.-f-^ (lml) -^^r-9-> (1ml) £iJDx. 
T!R»$*fco H#**#U' fcfci0faBMfr&4& (15.0mg, 59.1%) £ 

'H-NMR Spectrum (CDCb) 8 (ppm) : 1.95 (4H, m), 3.44 (4H, m), 3. 55 (2H, brs), 3.90 
(3H, s), 6.56 (1H, dd, J=2.4, 5.6Hz), 6.90 (1H, dd, J=1.2, 8.0Hz), 6.99 (1H, m) 
, 7.01 (1H, brs), 7.05-7.18 (2H, m), 7.23 (1H, m)/7.69 (1H, d, J=2.4Hz), 7.75 ( 
1H, dd, J-2.8. 12Hz), 8.05 (1H, d, J=6.0Hz), 8.31 (1H, dd, J=1.6, 8.0Hz), 8.54 ( 
1H, brs), 9.64 (1H, brs). 
[0 3 9 7] 

gjHgQLl N-v^p^^^-N' - (3-7JU*P-4- 12- \ (^P'jyy- 

m.m%m%y. n- (3-7^*0-4- 12- [ {wyvv- 1-*^#-^> 75 

y] fefi; 4 -W )V**ri'\ 7i-^) vdz^ 7 v K (20.8mg) £N, N-5> 

^f;V*ll/A7 5 K (lml) Ifi^Ty^nA^f ^7 5 > (0.010ml) , b 

-jxf;V7 5> (0.014ml) , ( 1 H— 1 , 2, 3 -^>V* b U 7 1 — f 

v) [hV (y^f ^757) ] ^^.-9--7;V^n*^7 x- b (46mg)£}jn 

T?*£*Lfc. ?#^*L-C#f 5 tt7c?tSS:v , ;*^7l/*7A^n-eb^7 7'f- (FUJI S 
ilysiaNH, ; : i^f ^=l:5~Sfxf ;v) |:it)*«Lfc B SKft 

IJfr £ M L T# lb *L£^& K v ^ - X ^ (lml) (lml) £flQx.TM 

3-£fco B#**JRU aAWft-fiifcKJ: O^S^t^ (19.7mg, 76.6%) Srfife© 

J H-NMR Spectrum (CDCh) 8 (ppm) : 1.40-1.74 (10H, m), 1.95 (6H, m), 3.28 (2H, s), 
3.44 (4H, m). 3.99 (1H, m), 6.16 (1H. m), 6.54 (1H, dd, J=2.4; 6.0Hz), 7.03 (1H, 
• brs), 7.12 (1H, t, J*8.8Hz). 7.22 (1H. m), 7.67 (1H, d, J=2.4Hz), 7.73 (1H, dd, 
J=2.4, 12Hz), 8.03 (1H, d, J=6.0Hz), 9.85 (1H, brs). 
[0 3 9 8] 

HMffil6 2 N- (2-7nn-4- \2- f (*Ji>*i) >- 4 -ii ZAZJ 
bf 'J 4 7x-;U) — N ' - (4-7^tP7 x-^) l£tjK 

M##ffl^,"r\ t**n-4-*JH|f*5")?^ 7vK [4- (4-75^-3-* 
DD7xn-» t:yyv-2-W;v] 75 K (93.2mg) £N, N-.y>fK>JVA7 5 
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K (2ml) fc»JBS-l*\ 50tfcTN- (4-7**n7i^) vox^y* 7*> K (105 
mg) \ b U xf^7 5 > (0.074ml) , ( 1 H— 1, 2, 3 V b 'J 7 V-fr— 1 - 

-f^t^-v) [b'J (^fa'T?/) ] *^*-">A ^t7Hn*^7i-H2 
36rag)^*P^, wa-ClWPWJWPL^o KifeifcfcN- (4-7^n7x^) vn^yy* 

TvK (52.6mg) > FVxW5> (0.027ml) , (lH-1, 2, 3-^VV*b'J 
7 y„; b _ 1 _ / f J ^afy) [bV (yVf^T^y) ] ^*-9-7;U:*n 
*X7i- Mll8mg) titan U $e>K2li*W45#«J*t2fc. ElSI^SSi T-^4P L£f£ 
, g^ixf;^ l N*BMb^- b 'J 7A*»*^EU. *«ff«rl&^»**^ b * 

i^n^S^y'J DVPi) yA?u-? hVv 74 - (FUJI Silysia NH^ ; ^ 

> (20ml) -ftgUtf-/!/ (2ml) tiOX.TiHr.flfcflrtB 3*fco ttSfcfcJRU M*MM-t 

^ZtiZX^mmit^m (77.1mg, 54.7%) fc6fe#5fcfcLTf*fco 

'H-NMR Spectrum (DMSO-de ) d (ppm) : 3.36-3.44 (4H. m), 3.55 (4H, m), 3.61 (2H, m), 

6.63 (1H, m), 7.17 (3H, m), 7.41 (2H, m), 7.62 (2H, m). 7.99 (1H, m), 8.14 (1H, 

m), 9.31 (1H, brs), 10.06 (1H, brs). 10.31 (1H, brs). 
[0 3 9 9] 

Iti6 3 N- (4-7»tP7i^l — N' - [2-^nn-4 - (2- I [4- 

(trn»jy>- i urtJkj ^'jyv-i.-*^-^! 75/I 

jpj/) 7xx;H -?n-?-5 K 

mm^m%T. 4- (en«j v>-i-^;w) tr^u w- 1 -*;u**^-> i j ? * t-> 

K [ 4 _(4_75 y-3-^nn7iy+v)e>; v>-2-^ ;V] 75 K (I29mg) * 
N, N-^f/l/**A75K (2ml) '50X,fcTN- (4-7J^D7x- 

;U) vn^-yy* 7 -> K (183mg) , h'Jxf*7 5^ (0.130ml) , . (l.H— 1, 2, 3 
-«y*/Y U TV-;V— 1 -4 ^Jj-^vO [ b 'J (y7f)V75^) ] *X*-7A ^ 
*-9-7**n*'^7x-K411mg)«rftlit, 5WflB30fl-|BI*»tJto K(S**M*"C*» 
U 2BM«#L^o RJi&« s fcft«*^A'fc 1 NTttm-ffc^ b 'Jf A*»«f&BLfc. >T 

At(»Lfc, ilSSUH^M^^'J^J^^^nvt/^^- (FUJI 
Silysia NH, ?#ffii£ ; ftRxf* : ^ -*=49:1> \zX •> US Lfco ffiffiM^t 
mMLX%hfrtznW.*$b\Z*sV*Y)V1]7&>?u-?Y>r77 4- (FUJI Silysia NH 

; ifcSl^f-fl'-SfcStx-?-^ : -^=19 : D ciOffiULfco iWftBfl' 

a«<£*-t-*ifc^J: rj^a-fb-fr* (64.7mg. 35.1%) «r J: ITfffc. 
'H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.09 (2H, t. J=7Hz), 1.20-1.35 (2H, m), 1.65 ( 
4H, m), 1.78 (2H, m), 2.12 (1H. m), 2.46 (2H, m), 2.86 (2H, m), 3.61 (2H, brs). 
3.97 (2H, m), 6.32 (1H, dd, J=2.0, 6.0Hz), 7.10-7.25 (3H, m), 7.41 (2H, m), 7.63 
(2H, m), 7.99 (1H, m), 8.13 (1H. d, J=6.0Hz). 9.21 (1H, s), 10.06 (1H, brs), 10 
.31 (1H, brs). 
[0 4 0 0] 

^jjfefflJ 6 4 N- (2 -»pp- 4 - 12- f <JjV±V>± 1 -*fr#-Jl>) 7^] 
\£i)>?y-4-4 7x-JV) -N' - ( 4 - 7 A> * D 7 x -fr) VPt^K 

mm^m^T, TW^-l-^W+y'h^ 7-> K [4-(4-7?/-3-7 
nn7x/^y)^'J7'/-2-^] 7 5 b' (lOOmg) *N, N-'^W*A73K 
(2ml) 5 0rf:-CN- (4-7HD7xi*) vn-y^. 7 5/ K (186 

mg) , f'Jji^;l/7 5> (0.131ml) , (1H-1, 2, 3 b V 77-*- 1 - 

/!/**>/) [h'J (*^f;v7 5/ ) ] *x*-7A AH7^tn<«7x-H4 
17mg)*Jnx., IW?lP*ffl«#Lfco R£**M*Ttf*Ptrt:fc, ftlx^fclN 
#.®Mb7 b 'J7A*iffit5-ELfco ^«»*<S«liKtt**^ b »; 7 tJc. ftfD 

ftft*-CJIS#c«si*U b';* A -eft* Lfc» *«£SHrLT|#e>*tfc»Sfc£ S>x 
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•128mg, 81.7%) *88tfe»*J:-L-CWfc 0 

! H-NMR Spectrum (DMSO-de ) 8 (ppm) : 2.08-2.20 (2H, m), 3.61 (2H, m), 3.94 (4H, m), 

" 6.60 (1H, dd, J=2.4 , 6.0Hz), 7.14-7.25 (3H, m), 7.42 (1H, d, J=2.8Hz), 7.51 (1 

H, d, J=2.4Hz), 7.63 (2H, m), 8.00 (1H, m), 8.12 (1H, d. J=6.0Hz), 9.10 (1H, brs 
), 10.05 (1H. brs), 10.30 (1H, brs). 
[0 4 0 1.1' 

mmm65 n- (2-»qq-4- 12- r (vmyy-i z±zl 

e»; *jy- 4 -4fr***A -N' - (4-7»tn7x-»)>Pt^K 

SSSMfcTx ^'iyX-l-^W^y'J^ 7vF [4 -(4 -7 3 ^ - 3 
P07x^y)t , 'Jyy-2-'fJl'] 75 K (lOOmg) *N, N-/^f^*W75 K 

(2ml) Kr#fl?£-£, 5 OtCTN- (4-7;V*Q7i-^) voxy* TvK (171 
mg) , h'jx^T 5 > (0.121ml) , (1H-1, 2 , 3 > '/ b 'J 7 V-*- 1 - 
"f/Ujj-^v) [b'J (y^f*??^) ] ^^-t-^A A^ft7^HD*^7i-> (3 
83mg)^*nx., H»Tll*W3WHII*#Lfc. RJ&**Sa*-t?lfr*PLfcfk ftBlJ-^^k 

1 N*SHt-*- b >; ❖AtK^'C^BEL^o ^T«JB4rfi*JlftBbjc*^ b * A*»?flU tK, 

v-'J *y*A7A^D7 (FUJI Silysia NH, »tBifc ; Bfc$?x^;u : x* / 

-;i/=4 9 : 1) fci <?*il3SLfc„ ffifflOT^*MLT#?.tL7tM?r$'b^-> i ;*0 J 
H5A?dv^77-(- (FUJI Silysia NH> i#fflf£ ; »«if A'-ffiRif ^ : ^ 
*y-*=49: 1) KJ: >}*MllL7fco BttM#fcW»LT#e>*tfc»aEfc5>.x.*-/ux- 

(5ml) -^**> (5ml) *Sn*.T!B!iSS*fco B#**JRU * - i: C 

J: «) M-ffc-frfo (123mg, 81.3%) tfife»*tLTtlfc. 

'H-NMR Spectrum (DMSO-de ) <5 (ppm) : 0.86 (2H, m), 1.24 (2H, m), 1.45 (4H, m), 1.54 
(2H, m), 3.61 (2H, m), 6.60 (1H, dd, J=2.0, 6.0Hz), 7.14-7.25 (3H, m). 7.35-7.4 
5 (2H, m), 7.63 (2H, dd, J=5.2, 9.2Hz), 7.99 (1H, d, J=9.2Hz), 8.13 (1H, d, J=6. 
0Hz), 9.16 (1H, s), 10.06 (1H, brs), 10.31 (1H, brs). 
[0 4 0 21 : 

g||6j N— (2-»on-4- 12- [ (If a 'J v > ~ 1 ~ 7^] 
gij y>-4-4 fl/**-'>t 7i = ») ~N' - (4-7^/tP7 a^) ^tSK 
fiSt#B^T\ IfnV^-l-AA'^'J?? 7vK [4 - (4-75/-3-^ 
DD7x^y) fcf'J 2 -4 )V] 75 K(79.6mg) £N, ' N-^ W*A7? 

K (1.5ml) 50'C^-rN- (4-7Wn7x-*) vo-y^ 7y K (1 

42mg) , h'jxf^75> (0.100ml) , (1H-1, 2, 3 -'O V b 'J 7 V- )V— 1 
-^^v) [bV (y^f^75/) ] *X*->7A AH7^tD*^7i-l- 
(3l8mg)£Jn;U Hfi^2P*H!30$fr'IHl*#L;fco RI&tt*M*-«M*Lrt:ffe* SBSx^^ 
fc 1 NTXR-fbf- b 'J *A**ifcVfl-IBLfco #««*t&*D&lfcfc** b U *A**8U tK 

iy'j*m7A^D7^77^ (iUj$;ftKxf;i.) laoiSL^ smm 

H#**SU %bfitzmm~i? ^^-T K (5ml) -^^-i)-> (5ml) ^iDX-Til?! 
S-frfco B#£*>SXU »jM£j|**S£fcfcJ: SfcflMfrS* (94.5mg, 76.9%) 

*H-NMR Spectrum (DMSO-de ) S (ppm) : 1.81 (4H, m), 3.27-3.42 (4H, m), 3.61 (2H, m), 
6.61 (1H, dd, J=2.4. 5.6Hz), 7.15-7.25 (3H, m), 7.42 (1H, d. J=2.8Hz), 7.51 (1H 

, d, J=2.4Hz), 7.63 (2H, dd,. J=4.8, 8.8Hz), 8.00 (1H, d, J=8.8Hz), 8.13 (1H, d, 

J=5.6Hz), 8.72 (1H, s), 10.05 (1H, s), 10.31 (1H, brs). 
.[0 4 0 3] 

g|ftffl6 7 n — (3-»nn-4- 12- uenjj Vy- 1 ^M ^MU ^ * 

,jyy_ 4 ->fjV^it-y| 7x^)H — N' -(4-7^tP7x-;l/)?Pf 5 K 
SH#B$V~r\ 4- (4-75/-2-7nn7xMy) - 2- [ (fcfn'Jv>-l- 

ttiSE^F 2 0 05-3028512 
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*;Wf-;V7^] feT'jy> (99mg) SrN, N-iS* f-**;UA 7 $ K (2ml) K 
50TCKTN- (4-7HB7i-*) vn-y* T~>K (176mg) , b 'J 
xf;V7 5 > (0.124ml) > (1H-1, 2, 3-^> , /b'J77-^-l-f^t*'> 
) [b'j ] ^^r-t 7J^n*X7x- b (394mg) £}jq 

h >; ^^7lc?§?TK-e^gat^o ^$S)f £ffrfoJ*m7klt7- b y 7A7tt#iau tK> i^p^lTK-e 

M&ffi&U to^i?^ b U * Atft#Lfc. »*fcff*LT#fcftfc»aE*->'; ***** 
?A^D7l.^7f- (FUJI SilysiaNH^ »fflifc J ttK^f- : ^/ ^ 
-;l/=95:5) HiOmiSL/:o S Lti^^SC y'xf-^.x-fJV* 
UPx.-C«flJ$^fco @#**JRU tfcfciOMft** (102.9mg. 67.7% 

! H-NMR Spectrum (CDCls) * (ppm) : 1.65 (4H, m), 3.32-3.44 (4H, m). 3.46 (2H, m), 6 
.74" (1H, dd, J-2.4. 5.6Hz), 6.92 (ZH. t. J=8.8Hz), 7.11 (2H, d, J=8.8Hz), 7.40-7 
.57 (4H, m), 7.74 (1H, d, J=2.4Hz), 8.11 (1H, d, J=5.6Hz), 9.41 (1H, brs), 9.92 • 
(1H, brs). 
[0 4 0 4] 

gjj6 8 N — (3-»pp-4- 12- [ j±±±2l y~ 4 -Ufrtf-fr) T\ J \ 
y/ij 4 -4 7x-» -N' - (4 -7»tn7 x-)H va^-^K 

fi*#H*C"r\ 4- (4-75;-2-?nD7x^y) -2 - [ (***'J J'- 1 - 
-OW *jV,f-;V75/] f'Jyy (119mg) £N, N-y>fW^^75 K (2ml) K 

50tfCN- (4-7*tD7x-)V) vn~-y;7 7VK (202mg) , b 'J 
:xf-;U7 5 > (0.143ml) , (1H-1, 2, 3 V* b U 1 - 4 > 

) [b'J (V^f;V7^) ] *X*x-)A ^f7Wn*^7i- b(452mg) *iD 

U b 'J * a Lfc« tx# v y * * 7 

A^07^77^- (FUJI Silysia NH, jlfflft ; ;x*y- 
;U = 19:l) til)««U. ifi<3t/li^^^ifiltT#ib^^^^vxf-;WJ.-x*-^. 
^•9-^ (1:1) *JPx-Ctta**fW$*^o *MI*:6HKU fl*t(fc»-r * - t C X <5 £3 
-ftf&W (106. lmg, 58.9%) * efe^ B B a t LT#7c 0 

»H-NMR Spectrum (DMSO-de ) S (ppm) : 3.39 (4H, m), 3.50 (2H, m), 3.55 (4H, m), 6.57 
(1H. dd, J-2.4. 6.0Hz). 7.17 (2H, m). 7.32 (2H, m), 7.56 (1H, dd, J=2.4, 8.8Hz) 
. 7.63 (2H, m), 8.01 (1H, d, J=2.4Hz), 8.12 (1H, d, J=6.0Hz), 9.27 (1H, s), 10.2 
7 (1H, brs), 10.50 (1H, brs). 
[0 4 0 5] 

*fflifll6 9 N- (4-7J^P7x-^) — N' - (4- 12- [ (tfnyy>- l- 

T$ S~\ fr***A 7 *=-*) 3LH±J-M 

Mft^H^T, 4- (4-7^7x^y) -2 - [ (fn'j-yy-l-^V) *** 
-iV7?y] b?y->*> (30mg) £N, N-7^f^*^75K (1ml) 5 
OtCTN- (4-7^D7x-)k) vD — y ? 7 -> b* (59. 5mg) h'Jif ^7 5 
> (0.042ml) > (1H-1, 2, 3 — <* V b U 7 V*-*- 1 --f *t^y) [by ( 
y^f JV7 5/) ] *X*x <j7A ^sJp* 7*^0*^7 x- b (I34mg) £SDx^ Rfi-C3 

»at->y iWyA^nv (?#&?£ ; ^#-9-> : ftli^*= i^5~ 

2ml) (2ml) *iDx.T!RSS-£fco @M?>lt, a*f£*1-* - * K * 0 * 

«-ffc^».'(40.4Bg, 83.4%) $r^-feS#^ t-C#7^o 

! H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.80 (4H, m). 3.30-3.40 (4H, m), 3.48 (2H. m), 
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.6:56 (1H, dd, J=2.4. 5.6Hz). 7.15 (4H, m), 7.46 (1H, d. J=2.0Hz). 7.63 (2H, dd, 
J=.5.2, 8.8Hz), 7.69 (2H, d, J=9.2Hz), 8.09 (1H, s), 8.65 (1H, s), 10.25 (1H, m) 
, 10.31 (1H, s). 
[0 4 0 6] 

m.mmi o n- 14- [2- (3. 3 -y**-** w n i£2UL^iA=AJk±±2. 
3*#&*tT\ 1- [4- (4-7^7xy^-» £>;v>-2--f;K) -3, 3-v 

^f;Hl/7 (30mg) fcN, N-Wf (1ml) 50TCCTN 

-(4-7^n7ii;i/)7ni^ 7v K (65. lag) > h'J*f*7?> (0.046ml) 
% (1H— 1, 2, 3 VTV-*—\ -4 ****s) [b'J (v>f^7 5^ 
) ] Mt7**DW7i- Ml46mg)£ijnx^ Riffle T 11^ Hfl30^a^ 

AW7i?nv 1>777^ - (FUJI Silysia NH. fttfm ; ^«3r^> : »Bfto.f-^ = l 
:5~i:8) .»=J:J)tt»Lfc« B»«W*t«l«L , C»e>*i<:»*KVif-A'J.-7 l A' (2ml 
) (2ml) *lraiLT'JBi»*-*fco H#*r%JRU 

ft-fr* (43.4mg, 87.4%) * LTjfft, 

'H-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.89 (6H, s), 3.48 (2H, s), 6.56 (1H, dd, J=2. 
8, 6.0Hz), 7.15 (4H, m), 7.37 (1H. d, J=2.0Hz), 7.63 (2H, dd, J=5.2, 9.2Hz), 7.6 
9 (2H, d, J=9.2Hz), 8.09 (1H, d, J=6.0Hz), 8.85 (1H, s), 10.26 (1H, s), 10.31 (1 
H, s). 

10 4 0 7] 

^M^1J7 1 N— (4-7;^D7x-)l>) — N' - (4- I 2 - [ (^^» U>-4- 

MlifOT^T, 4 - (4-75>7x7^y) - 2- [ (*>U* V > - 1 - A ^) 
-)1,7?;] t*»;v> (30mg) £N, N-f>f***A7? K (1ml) £ 
^:t'N-(4-7;Vtn7x-^)vDiy^ 7vK (30.0mg) ,-h'J*W?> (0 
.027ml), (1H— 1/2, 3 -*<>V\> 'J TV-*— 1 —f [ b 'J (5>** 
ji^T^y) ] — 7 A ^sdf-^7;v*a^^7 jc- K85mg)SrJjax.— Hfe^^Lfwo S 

«J§fct^&l!to3IE-*-b-V- fi»ttft7^*-9A*»^ 

7 A^07^77-(- (FUJI Silysia NH, ; > : ftBfcif-^ = l:3-*« 

j.f-;v) Cit) mWik, BtfyWWfrZWil&LXWbtitzftm.fciS^Tfr^-T-fr (lml) 
(imi) stun^-r!8flj$-&fco Erflt*%8iu ii^£&-f&£ C «£ *>*«Mk 

(45.9mg, 97.5%) Sr|fe»feHff4: LTftfc. 
'H-NMR Spectrum (DMSO-de ) <5 (ppm) : 3.40 (4H, m), 3.47 (2H, s), 3.55 (4H, m), 6.58 
(1H, dd, J=2.4, 6.0Hz), 7.08-7.24 (4H, m), 7.35 (1H. d, J=2.4Hz), 7.58-7.66 (2H 
. m), 7.70 (2H. d, J=2.4Hz), 8.11 (1H, d, J=6.0Hz). 9.23 (1H, brs), 10.25 (1H, b 
rs), 10.31 (1H, brs). 
[0 4 0 8] 

mmm7 2 n- (4-7^07x^1 -n' - \3-7fr* v-4- (2- \ f4 
- (tfnu yy- 1 -am g^iu v>- 1 -A jLl ft jw^-jv-t s 71 bf';v>-4- 

S**H*CT\ 4- (4-757-2-7^n7x7+y) - 2- I [4- (tfn>Jv* 
^-j-^^v) ti^'J 1 --f *;v**-;i/7? 7| fiv"/ (78.6mg) £N, N 

-^fWA7U* (2mirKMS-£> N— (4-7^07x-^) vn^?* 

7vK (77.6mg) , (0.055ml) , (1H-1, 2, 

j./.^-^^t^y) [M (s>*?-;i/75 y ) ] ^4r"9-7/u*n 
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**7x- Mi74mg)£^i&K-cin;l^ 2M®#L£ 0 £j£?#£«^7^i:MDRm 
•J^^-e^L/io LT# li/c^St •> 'J * 7 A ^ n 7 f ^7 7 ^ - ( 

fuji siiysia nh, mmm ; mm^^-mm*-?-* : * 95:5-9:1) 
kj: oMLTto ^mm^wmLx^hfitznm-wm^^/^^y (1/5) 

^Jnx.-C^$-*/co S^fc^U il^^l"*- fcfcJ: 19^11^% (33.3mg, 29% 

) *mm®*t Lxntzo 

'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.20-1.40 (2H, m), 1.60-1.70 (4H, m), 1.70-1.8 
0 (2H, m), 2.12 (1H, m), 2.40-2.60 (4H, m), 2.86 (2H, m), 3.50 (2H, s), 3.90-4.0 
5 (2H, m), 6.59 (1H, dd, J=2.4, 5.6Hz), 7.16 (2H, t, J=8.8Hz), 7.30-7.40 (3H, m) 
, 7.60-7.70 (2H, m), 7.82 (1H, m). 8.11 (1H, d, J=5.6Hz), 9.19 (1H, s), 10.26 (1 
H, s), 10.51 (1H, s). 
[0 4 0 9] 

mMM7 3 N— (4-7^tn7x-^) — N' - (4- I \2- (yVf^7^y) 
% )1>#-)vt /I g U v 4 --f ^ vl -3-7;uta7x^;v) -yp^SR 
^#H^T, 4- (4-75y-2-7^tn7i^y) -2- [ (y>f^7?y 
) #;v*'-;i/75 7 ] kTUv'*^ (22mg) £N, N-yVf^*)^75K (1ml) Hv#fi$ 
N — (4-7;W07x-;l/) TD^y-? T->K (45mg) > h'jxf^7r/ ( 
0.032ml), (1H— 1, 2, 3 -"<> V b U TV-A>— 1 4"» [ (ff 

f-;l/7?y) ] *^*-7A ^t7^tn*X7x- b (lOOmg^gSKTiJDx., 50 

^A«Uo Sl^Lt#f,MS«ryy*^*7A^nTf^77^- ( 
?&aj?£ ; ftHU-f-A'— ftBiJ-f-A' : * 9J — *'= 9 : i) fciDIMttbfco gWflfolBfl**: 
^LT#^tL^Slcvi^;Wi-r^/'^^r-9->' (1/2) *lrax.-C!Rfl8$*fco B 
#**#U (29mg. 82%) t.fife»*J: LfUfc. 

'H-NMR Spectrum (CDCh) 8 (ppm) : 3.00 (6H, s), 3.47 (2H, s), 6.66 (1H, dd, J=2.4, 
6.0Hz), 6.96-7.01 (2H, m), 7.11 (1H, t, J=8.8Hz), 7.20-7.30 (2H, m). 7.50-7.54 
(2H, m). 7.56 (1H, d, J=2.4Hz), 7.67 (1H, dd, J=2.4, 12.0Hz), 8.08 (1H, d. J=6.0 
Hz), 9.03 (1H, s), 9.53 (1H, s). 
[0 4 10] 

jlM7 4 N- (4-7;Vtn7x^) -N' - T4- (2-7W7^lf)y 
y- 4 ->f frt^-is) -2-7;vtn7x^^] ZH±JLJf 

N- (4-7KD7I-*) -N* - [4- (2-7^t°')y>-4-^^* + y) 
-2-7Jl/tn7x^^] 7Dt5 K (20.6mg) £N, N-yVf ;V*;U75 K (0.5m 
1) SSRM&T, hUf^75> (0.043ml) , ^-ffcT-bf 1 ^ (0.011ml 

) tSai:TiTLT-»a}pLfc, KJSfftt lN*Hfe-fk'^ bU (1.5ml) £ 

U *W7A/D7^77-f- (FUJI Siiysia NH, iWt ; ;V) Hi «9 ffl 

mtfzo BW»Hfr*»»U »ffi**ffi<fe«+*-fc»^J: t)»^» (9.3mg, 41%) 

J H-NMR Spectrum (CDCh) 5 (ppm) : 2.17 (3H, s), 3.60 (2H, s), 6.62 (1H, dd, J=2.4, 
5.6Hz), 6.88-6.93 (2H, m), 7.00-7.05 (2H, m), 7.51-7.56 (2H. a). 7.80 (1H, s), 

8.12 (1H, d, J=5.6Hz), 8.24 (1H. t, J=8.8Hz), 8.35 (1H.. m), 9.04 (lH, brs), 9.22 
(1H. brs). 
[0411] 

mmm7 5 N- (4-7»tP7x^) -N* - [4- (2--7u^*-frT $ / ¥ 
'Jy'y-4-^i't#y) - 2 -7KP7 x — fl'l Z-EL±-U£ 

N- (4-7Jl-tn7x-;l/) — N* - [4- (2-7<ytf , Jy>'-4-^;^*y) 
-2-7^n7x-*] YUf? K (20.2mg) £N, N-^f***A7? K (0.5m 
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1) -Kf&ftS-^ MH#IS^T\ F'Jx^7 5V (0.042ml) , ffi-fb^n tT (0.01 
3ml) ttit:-C»TLT-»«#L/:. 1 NikMll- Y U * A*** (1.5ml) 

**n x. t» L fell, ' SKxfJl/t»|il L fco «M fcMEET £SM LT» & *ifc»aE «r 
•>V*W?A^t3vh^7-f - (FUJI Silysia NH, «FliUiS ; ffiR-^f-^) tiO 
iIL/:o BW%H**«MSL, »«E*»EI8i1-* £ * «9 , fMHb** (9.0mg, 3 
9%) ^if»*tLTt#/:„ 

'H-NMR Spectrum (CDCls) S (ppm) : 1.21 (3H, t, J=7.6Hz), 2.40 (2H, q, J=7.6Hz), 3. 
58 (2H, s), 6.62 (1H, m), 6.89-6.92 (2H, m). 7.00-7.05 (2H, m). 7.50-7.57 (2H, m 
), 7.81 (1H, s), 8.00-8.20 (2H, m), 8.25 (1H, t. J=8.8Hz), 8.90 (1H, brs), 9.11 
(1H, brs). 
[0 4 12] 

fejfl7 6 N- (4-7HP7x = ^) — N' - U^- ( 2 - >f V/f- 'J )±7 g ^ £° 
'J y >-4 -4 /ua-'fry) -2-7HD7x^1 •yqflK 
N- (4-7WB7xi*) -N* - [4- (2 -75 J fcfV 4 
-2-7;Vta7x-il'] 7n.t5 K (20.1mg) £N, N-y>f***AT3 K (0.5m 
1) tc»»$-»ir, tt*M*CT\ F'Jif;V7 5y (0.040ml) , ffi'fb'f V7*f'J A- (0,00 
8ml) tMKtiTLt 1 l$fll!S#Lfco RJfcfcfc 1 N*9Mtf" 1 USA*** (1.0ml 

^y'J*^A7A?Dvf^77^ (FUJI Silysia NH, fethWi ■', BWfcx-f-AO K«t 
i)itUo ittWB#*aWllU »«E«r*E<fc*+*£i:fcJ:JK fE»fb#*> (11.7mg 
, 49%) ^W*iUff;, 

'H-NMR Spectrum (CDCh) 8 (ppm) : 1.21 (3H, dV J=6.8Hz), 1.23 (3H. d, J=6.8Hz), 2. 
53 (1H, m), 3.60 (2H, s), 6.64 (1H. dd, J=2.0, 3.2Hz), 6.89-6.92 (2H, m), 7.00-7 
.04. (2H, m), 7.40-7.60 (2H, m). 7.82 (1H, s), 8.00-8.20 (2H, m), 8.25 (1H, t, J= 
.8.8Hz), 9.07 (1H, brs), 9.23 (1H, brs). 
[0 4 131 

»fl)7 7 N-(4-7)Vtn7x-») -N' - 14- \2- (</ 9 WfUJO fl A> 
#=.$,7$;) lf'jy>'-4-Ot^'>l -2-7^tP7x-;M K • 

N _ (4_7jvtD7x-^) -N' - [4- (2-7^f'J-7y-4-^JVt*y) 
-2-7;Vt.a7x-;V] vntU' (21.3mg) *N, N-/Vf;^J^75F (0.5m 
1) M*#H^T> h'jxf^7?> (0.030ml) » •>^07 , n/r/*^*'z 

* * n y K (0. 010ml) tliKtiTFLT 1 l$W*#L7fco 1 N*BMb^ 1 

>;^A^c«ift (l.omi) (l.omi) *unx.T«#Lfcife, ^mj-^^fftffiL 

*:<, f if *«ITi:SI U#^/:^g* v 'J * 7 A ? n v h ^7 7 ^ - (FU 
J.I Silysia NH, fftUlft ; ftK*f A') CJ:!)»SLfc, BWM**»*lBL, . 

&£ ti:l Q&mft&ys (9.6mg, 39%) tfifeiB*J:L-Cftfc. 
*H-NMR Spectrum (CDCI3) S (ppm) : 0.80-1.60 (5H, m), 3.56 (2H, s), 6.61 (1H, m), 6 
1 93-7. 08 (4H, m), 7.50-7.55 (2H, m), 7.79 (1H. s), 8.12-8.17 (2H, m), 8.28 (1H, 
t, J=8.8Hz), 8.57 (1H, m), 8.79 (1H, m). 
[0 4 14] 

^te^U78 N- (4-7;Vtn7xXjV) — N' - 12 -7/V;rP-4 - \ ( I T4- 

(bf^y *j>- 1 -4;v) g^y l z^fJLl ftJ^-JH t?uy/u-4- 

N- (4-7WD7x^) -N' - [4- (2-7 5;^'Jy>^4-'fW ;S fv) 
- 2 -7)l'tD7x-)U] 7nt5 K (17.0mg) *t Y 7 k Ka 7 7 > (1.0ml) K?§£? 
Sft^B^vT, h'Jif^75> (0.015ml) % ?uu^7 s.=.)V (0.013ml) £ 

(0.5ml) ictf4|$«^ffe, (^'Jy'>-1-^) fcT^U v 

> (80mg) ^Jnx.T23B#^#L^ 0 KlSffiSrftK^A'fc^trS'ELfco 4TMt^ 
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0 W*LT#^i^gt:Sixf;p (2.5ml) *mZ-'0&&*m&^tZo 
5|^L, I^initCJ:'), fcSlb-B* (10.4mg, 41%) £ t Lt#/;„ 
^-NMR Spectrum (DMSO-de ) S (ppm) : 1.20-3.50 (17H, m), 3.59 (2H, s), 4.20-4.30 (2 
H, m), 6.64 (1H, m), 7.01 (1H, d, J=8.8Hz), 7.15-7.27 (3H. m), 7.40 (1H, s), 7.5 
0-7.70 (2H, m), 8.03 (1H, t, J=8.8Hz), 8.15 (1H, in), 9.39 (1H, brs), 10.13 (1H, 
brs), 10.32 (1H, brs). 

[0 4 15] 

%fftfl<7 9 N— (4-7HD7i-M -N' - 14- [2- (y g n -fv;* > ij )U 
^_;|/T^y) fcf'J y y ~ 4 z^L?M-±yJ -3-7HP7x~^l ZH±JL£ 
N— (4-7Hn7xi*) — N' - [4- (2-7 5 7 1i'JyV-4- / f^t i, f>') 
-3-7J^n7i-Jl'] 7Dt5 K (34mg) £N, N-y>f A-*;VA75 K (0.5ml 
) mm^m%T, hV*f*75> (0.047ml) , My^oyn/^** 

(0.016ml) £Mrml~"CrjiiT LT 1 B#Wm#Lfco RJSifcK 1 NTklHb^ h 'J ?A 
(1.5ml) fc^^y-^ (1.0ml) «rftlx.t:a#L^ft, IM*^*-A'Tffl tB Lfco * 

jftt|S*LTf*C>*Lfc»fl|*">'';*y/l'*9-A^nvb^9 7-f- (FUJI Silysia NH, .» 

D?8MHfr&« (21.1mg, 53%) *efe»*4:LTf»*:. 

X H-NMR Spectrum (CDCh) $ (ppm) : 0.80-1.60 (5H, m), 3.52 (2H, s), 6.64 (1H, m), 7 
.01-7.26 (4H, m), 7.50-7.55 (2H, m), 7.70-7.80 (2H, m), 8.12 (1H, d, J=5.6Hz), 8 
.22 (1H, s), 8.74 (1H, s). 9.30 (1H, s). 
[0416] 

mW.M8 0 N- (2-7fr:frP-4- |2- [ (-=E/Hfr 'J > - 4 - ft )±} 7 < 7 

1 fcf y >- 4 -4 )\/-%**A y^-)V) — N' - (4-7J^a7x^)i') vntU' 
•£;i/*'J >- 4 -*/HJ*>& [4- (4-75/'-3-7A'tn7xy*y) kfyy> 
-2-^^] T5 K (48 mg) ©N, N - V* *f-fr*fr A 7 5 K (3.0 mL) »ifcfcN-(4 
-7^n7x^)7ni7* 7vK (48 mg), V h U TV-fr- 1 -4 A'** 
yHJ* (y^f;V75/') A*t7Ho*X7x-l« (96 mg) £Jn 
x., 5 0*C-e2.' 5I$W, ov>-CSffi5 6«fB«#Lfco ::i:N-(4-7WD7x 
'^^vnx.^ 7'/?K (48 mg)> ( 1 H— 1 , 2, 3 V h 'J TV-fr— 1 - 
/fjl't^y) O'J (yVf^75>') ] *X*--7A A^ft7^tn*^7x- b(9 
6 mg) frijq*., 5 0TC-e2^HHJH$tfco E^*«:M*T?^U $ % 3 . 3 BIN* 
#.UoN-(4-7Wn7x-;l/)7D-^ 7vb*(48mg), (1H-1, 2, 3 
-t'/Zb U 7V*-A'— 1 [hV (yVf;V75/') ] *X*->7A ^ 
H7^tD*^7x- h(96 mg) SratiDLfc^ 5 0tf2. 5l$IB»f$Lfco JRJSift 

(100 ml) tl&^^mTK^^ Y 'J ">AtK»*(100 mDKfrlB Lfco 

ife&U IMtt^CilCJ: *K ifeWt Lt^ft^i (15 mg, 21 %) 
'H-NMR Spectrum (DMSO-de) 8 (ppm) : 3. 37 (2H, s). 3.40 (4H, m), 3.56 (4H, m), 6.63 
(1H, dd, J=2.4, 5.6 Hz), 7.01 (1H, m), 7.19 (2H, m). 7.25 (1H, dd, J=2.4, 11.6 H 
z), 7.40 (1H, d, J=2.4 Hz), 7.62 (2H, dd, J=5.2, 8.8 Hz), 8.03 (1H, m), 8.14 (1H 
, d. J=5.6 Hz), 9.29 (1H, s), 10.11 (1H, s), 10.27 (1H, s). 
[0 4 17] 

^mmSl N— (2-7 jua-P-4- 12 - [ (fcfpy y>- 1 -^jM££JtQ 75 7 
1 (f'Jy>-4-^;vij-^y| — N' - (4 - 7)l/ta7x-;l/) vntU' 

N— [4- (2 -75 >. tfy y >- 4 — W ^t*y) -2-7/l'in7xx^] — N' - 
•'(4-7^*D7xxjv) 7at? K (30 mg)©f h7tKD77> (2.4 mL) h 
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'Jxf^7 5V (0.021 mL)«:J|l*., jfcM&lWFfc* nn?|7x^ (0.0189 mL) ft 
iTU 20fl-Wia#Lfco JRJS«**flET»8Lfco 8ION, N-^f ^*M7 5 
>* (1.2 mL) MfttC, ^WiPT^bfnijyy (0.0251 mL) fcfll]*-, M*T#fi 
bt 1 #n»#Lfco KJ6**:*HtJ.f->u(50-ml) t 1 NXMiti- h 'J "> A*** (30 ml 

;t/= i : 2^t^f ^-St^ : /^;-;i/=i o : i) j: offiiSL^o ittto 
W4i«»Lfeo »e>*tfc»at4r *r A/ 6« (FUJI SilysiaNH) £#Lfc. * 

«*r«EETifcKLfc«, V (3 ml), yxf;i/x-f;V(l ml), / - A> ( 

t^lM (12.3 mg. 33.0%) 

r H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.81 (4H, m), 3.33 (4H, m), 3.58 (2H, s). 6.61 
(1H, dd, J=2.4. 5.8 Hz), 7.00 (1H, m), 7.17 (2H, m), 7.24 (1H, m), 7.50 (1H, d, 
J-2..4 Hz), 7.62 (2H, m), 8.03 (1H, m), 8.12 (1H, d, J=5.8 Hz), 8.71 (1H, s) , 10 
.10 (1H, s), 10.25 (1H, s). 
.ESI-MS (m/z) : 496 [M+H]\ 
[0 4 18] 

ggjjfcffU8 2 N- (4-7^tP7i-)M — N' - [2-7fr*P-4- (2- I [4 
- (\£u V 9 J>- 1 --QV) If-^'J 1 -ft/HK—JH T^y| tf'Jv>-4--f^ 

■ t^r'» 7Pt? K 

N — [4- (2-757 \ZV 9 J>-4-4 frt^-i/) - 2 -7*tn7 jl^;V] -N" - 

(4 -7;l'ta7x-;l') 7DtU' (20 mg) O-r h 9 t Ko 7 9 > (1.6 mL) 
PJxW^7 (0.014 mL) fcimiU **S^Ti:^nDfl|||7x-^ (0.0126 mL) 

^iTU 3 05-Mm#t/co RJS«t*«EET«artfe, N, N-y^f**W7? K 
(0.8 mL), 4-(l -tfo';y^;i/)kT^'Ji;>(31 mgJSrJnx., ^i&T- 1 HfflS^L^:, 
RMft^^^JV(50 ml)fc 1 N*SMfc:J-HJ *A>ic»ifc (30 ml)fcfl«L.Jfc 0 

*7A?n7^77^ - (FUJI SilysiaNH, ^#-9" > : SIKxf^= 1 : 2 

f^~S|if^:^^^-^=2 0 : 1) -eUS^L/co B^til^^illL^ 'Wfettfc 
Btefc^+^O ml), y'if;i/x-t;Hl ml) K!f : ?S ^JRU 
LtfS'lt'p't (5.0 mg, 17 %) 

^-NMR Spectrum (DMSO-de) 5 (ppm) : 1.26 (2H, m), 1. 66 (4H. m), 1.79 (2H, m), 2.12 

(1H, m), 2.46 (4H, m), 2.86 (2H, m), 3.58 (2H, s), 3.97 (2H, m). 6.60 (1H, dd, 
J=1.6, 6.0 Hz), 7.01 (1H, m), 7.17 (2H, a), 7.24 (1H, dd, J=2.4, 11.6 Hz), 7.63 
(2H. dd. J=5.2, 8.8 Hz), 8.03 (1H, m), 8.12 (1H, d, J=6.0 Hz). 9.02 (1H, s). 10. 
11 (1H, s), 10.27 (1H, s). 
ESI-MS (m/z) : 579 [M+H]\ 
[0 4 19] 

11183 N— (4- 12- T3- (3 -yj.^fr73 J -fu fcTfl/) - 3 1" 
4 Kl e'Jy>-4-^;l't^y| ~7 x.=-)V) — N' - (4-7^P7x-^) ^ruj- 
< K 

N- [4- (2-75yk' , Jy>'-4-'fA't^y) -2-7^n7x-JV] — N' - 
(4-7WD7x-)l/) vnf? K (35 mg) <Dy- \ 9 £ KD7 5 > (2.8 mL) 
b (0.025 mL) fcjflx., **IWWlTC^DDfl|7x=* (0.022 mL) 

*r»TU 3 0fl"W*#Lfco R&ifc**ffiTKaU8Lfco »fc*ufc»aEON, N-v** 
fWA75 K (1.4 mL) KiiftC 2Mct&#*PTKN, N- ?xf*-N' 
•/o^cy-l, 3-/75^ (54.3 mg) £SD/U ^iST- 3 0 ^Hft^Lfco RJd*** 
j»J.-^/l/(50 ml) t 1 NTkgHfc^ b 'J * AtM£?&(30 ml)-C^i£L/w 0 *«Wi*rfs#DA** 
-CSfe^-t, i^Sith'JfAtgjlL/;, ^^*LT#<btL/c^Sft-> , ;*r^*9 
A>D-7 by-9 7-f - (FUJI Silysia NH, I I @|^^;V = 1 : 1 ~gj: 
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D^ftjttl LT«BHfrft* (4.1 mg, 8.2%) t»fc 0 
'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.00 (6H. t, J=6.8Hz), 1.70 (2H, m). 2.35-2.7 

0 (6H. m), 2.83 (3H, s), 3.30 (2H, m). 3.58 (2H, s). 6.57 (1H, m), 7.00 (1H, m). 
7.17 (2H, m), 7.23 (1H, dd, J=2.6, 11.4), 7.39 (1H, d. J=2.4 Hz), 7.63 (2H, dd, 
J=5.2, 8.8 Hz), 8.03 (lH, m), 8.10 (1H, d, J=5.6Hz), 10.09 (1H, s), 10.25 (1H, 
s). 

ESI-MS (m/z) : 569 [M+H] + . 
[04201 

g|j8J N — 14- [_2_z (3. 3->^f;HV-(K) fcT ■ ) V >- 4 - ± )±*± 2 

1 - 2-7»tP7i^l — N' - (4-7-HQ7a^) -VP 7" 3 K 

N _ [ 4 _ (2-T5y bT»; 5?>-4--f>U*4'» -2-7*tn7xS*] -N* - 
(4-7^tD7i-*) vot5 K (35 rag)co-r F7tKa77> (2.8 mL) b 
iJiW5> (0.0245 mL) fcflnx-, *7Ri&?£iPT K * nn^7i-)V (0.0221 mL) 
&SSTU 3 0»Pia#U, J^fcfcfcEETfcttRLfc. #e»*ifc«*ON, N-S>* 
f-;W*;WA75 K (1.4 mL) l&iSffiKv^ f->U7 5 > (0.175 mL. 2. 0Mrh5kKn 

7y>mm) m%LX*5mmmwLtzo yxf*7 5y«an (35.8 mg), bu-x 

^7S> (0.2 mL) *iitnL., S h KMT? 2 B^K^ t K(Stt*ftK^^^(50 
mL) 1 N*BMt7- b 'J •> (30 'iD^ELft. 1 N*SHt7- b 'J * A 

fc5affi*'>''; *yn/?»a(FUJI Silysia NH) UttLfco %SL**EETfcift»U- Sftffi* ~> 
'JAW7A^n7K777^ - (ifffflflS; ^*-»r> :ffiK^=i : 2~SIxf 
;i,~^if;i/ : ^t^y-;v=2 0 : l~l 0 : l) TfcftLfco E&3Wmfr*Wkffil't 
WfefifcH**^*^-* (0.5 iD-yif^x-f* (2.5 ml) * 
JfcU ifcK i 0, lifelftHtilj^ft (12.4 mg, 30%) fcftfc 

°H-NMR Spectrum (DMSO-de ) 8 (ppm) : 2.89 (6H, s), 3.58 (2H, s), 6.61 (1H, m), 7.01 
(1H, m), 7.17 (2H, m), 7.24 (1H, m), 7.43 (1H, s), 7.63 (2H, m), 8.03 (1H, m), 

8.13 (1H, d, J=5.6Hz), 8.92 (1H, s), 10.10 (1H, s), 10.26 (1H. s). 

ESI-MS (m/z) (neg). : 468 [M-H]". 
. [0 4 2 1 1 

mmm85 N- (4-7Hn7x-)M — N' - \2-**fr -A- (2- 1 [ (4 

N _ [ 4 _ (2-75/^ l Jy>-4-^t^f-» -2-^f*7xi*] -N' - ( 
4-7J^a7x-*) ?Dt5 K (60 mg) Ox b 7 t Kn 7 7 y (6 ml) -N, N-v 
^mn7? K(o!090 bDIIC b Vxfjl/7? > (0.042 mL) *lmx.. **i&#iP 
Tl^nn^x^ (0.0378 mL) fcflniU 2 0fl-|Si#U. £lS?l££METK$| 
WLfco fte>ftfc?|jtWN, N-^mMT? K (2:4 mL) ffiftftK 4 - ( 1 - tf 
n'j->*-;v) vf^';v> (93 mg) fcimiU ill? 5 !%®18$¥Ltz 0 RBW&m 
frIM*:t?-/K50 ml) t 1 N *BHfc7- b U'JUM (30 ml)?»ELfco ^Jgfct&fO 
U *ft*«Bi7- b 'J ni?t«Lft. i*L «:->'; ay*** (FUJI Silysia 
NH) L, 2>R«:«ffiTfel8L,fco »x^-jK0.5 ml) £Snx.fc&, ftRx^/Kl 

x;u-C'^L> a*K»i-*itKJ:>), IM^tttili^il (62.4 mg, 71.4 %) 

'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.22-1.54 (2H, m), 1.66 (4H, m), 1.74-1.83 (2H 
. m), 2.13 (1H, m). 2.26 (3H, s), 2.47 (4H. m), 2,86 (2H, m), 3.52 (2H, s), 3.97 
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(2H, m), 6.55 (1H, dd, J=2.4, 5.6 Hz), 6.96 (1H, dd, J=2.4, 8.4 Hz), 7.05 (1H, 
d, J=2.4Hz), 7.17 (2H, dd, J=8.8, 8.8 Hz). 7.37 (1H, d, J=2.4 Hz), 7.57 (1H, d, 

J=8.4Hz), 7.64 (2H, dd, J=5.2, 8.8 Hz), 8.10 (1H, d, J=5.6 Hz), 9.16 (1H, s), 
9.64 (1H, s), 10.27 (1H, s). 
ESI-MS (m/z) : 575 [M+H]\ 
[0 4 2 2] 

^mm86 N— 14- 12 - (3. 3-v^f-^frW K) tf 'J y*>- 4 -4 fr**'> 
1 - 2->f ^7x-;v] -N' - (4-7;^a7x-^) vnfU' 
N- [4- (2-73 /tf'J y"^-4->f ^^v) -2-^f^7x-;V] -N' - ( 
4-7;i'tn7i-;l') vnt^ K(60 mg)Of b 9 Kn7?>(6 ml)-N, N-v">f- 
;Wt^A7 5 K(0.090 ml)i£i£K b X )x-+*T 5 X0.042 mL) £#nx.> 7K7jc^?r *PT K * 
rin-^»7x = ^ (0.038 mL) fcJnx., 2 0Mi»Lfc. RlStt*»ET*»Lrt:o » 
fctifcSiaEWN, N-^fJHJ«*A7? K(2.4 aL)JBilffcK v'^f-Zl'T 3 >&&&(61 
mg). f >jxf>7? y (0.106 mUSrflOx., i!t7«fH2 0^m#L/c o RJ&»««r»K 
xf-;K50 ml) i: 1 N jjcBMfc-f b 'J7A*M(30 ml)T?$MELfc 0 JtO* 
■CtfclfrU Sftf'J^fSSUo »«tS*L-C»^*LfcHfr*i^>'-/K0.5 ml) 
-y'xf;^i-f;K5 ml)H!iii @fls«r2>8lU i^xf ^i-f^Tft»L, ji 

5WB*-f&ikK:J: «J, *ft-fe»*fc LT^|l'fb^(52.7 mg, 75 %)£#£<> 
'H-NMR Spectrum (DMSO-de ) S (ppm) : 2.26 (3H, s). 2.89 (6H, s), 3.52 (2H, s). 6.56 

(1H, d, J=5.6Hz), 6.97 (1H, d, J=8.4 Hz), 7.05 (1H, s), 7.17 (2H, dd, J=8.4, 8 
.4 Hz), 7.39 (1H, s). 7.57 (1H, d, J=8.4 Hz), 7.64 (2H, dd, J=5,2, 8.4 Hz), 8.10 

(1H, d, J=5.6 Hz), 8.87 (1H, s), 9.65 (1H, s), 10.27 (1H, s). 
ESI-MS (m/z) : 466 [M+H]\ 
[0 4 2 3 1 

j£ttW8 7 N— (4-7»tP7x^l/) -N' - (2->f-^-4 - 12- [ (gn 
ij y> _ ! -jj T^Vl fcfy y >-4 7x^)H ^PtU' 
tfu Vv>- 1 -#;V**>-® [4- (4-75;-3-^f*7x/*^) tfUv>- 
2 _^;v] 75 K (100 mg) «N, N-*;^f ***-A7? K (2.0 mL) MrSt* 
•CN- (4-7^tD7xXjV) 7D-^ TvK (189 mg) , h'Jxf*7$> (0. 
5mL), (1H— 1, 2, 3 b U 7V-)V— 1 -*f ;V**v) [bU (v'^f^ 

7 3./)] *^*-7A Mt7Jl'ta*X7x-f (425 mg) £iQX.> 5 0 VX- 5 Bf 
HJiffLfc, KJBiKtHsBl^f-A' (60 mL)fc#. (60 mD^ELfco *r«**i&fn&B** 

b y t^^*-e«ufeifc$u MMMi- b y 7At«Uo »m 

*t-c#ibtifc$as£->y *W7A?nv - ; »Bi-^f-^~ftR 

xf;K^^y-;v=10 : 1) Tf»»Lfco B «*![#*»» U ftfc*tfcHflc*ftH& 
tCJ:^ LT*flHt£-*& (70 mg, 45 %) *mtz 0 

'H-NMR Spectrum (DMSO-ds ) a (ppm) : 1.81 (4H. m), 2.26 (3H, s). 3.35 (4H, m), 3.52 
(2H, s), 6.55 (1H, dd, J=2.0, 6.0 Hz), 6.97 (1H. dd, J=2.8, 8.8 Hz), 7.05 (1H, 

d, J=2.0Hz), 7.17 (2H, dd, J-9.0. 9.0 Hz), 7.48 (1H, d, J=2.8Hz), 7.58 (1H, d. 
J=8.8Hz), 7.64 (2H, dd, J=5.3, 9.0 Hz), 8.09 (1ft, d, J=6.0Hz), 8.65 (1H, s), 

9.64 (1H, s). 10.26 (1H, s). 
[0 4 2 4] 

mmmss n- (4-7;vta7x^ju) -n' - (2-^7-^-4- 12- r i** 

^ij y - 4 --frfrtf- )v) T3/] fc:y a J>- 4 -<<)V**~s\ 7x.~iu) ;?n_£_g_K 
*>U*y >-4-*^#>K [4- (4-7^-3-^fJl'7x^v) t?y->*>- 
2-4 )l>] 75 K (100 mg) ON, N-7^mW75 K (2.0 mL) gfifc 
. TN _ (4_7^d7i=*) vnny^ 7vK (180 mg) , b U .xf-Jl'T 3 > (0. 
5mL). (1H— 1, 2, 3-^>'/by7'/-^l-fm*/) [by (V***7 
XJ) ] ^t7iVtn*X7x- K404 mg) ?:SPx.s 5 0tt'5^R 
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0 : 1) -CfltRLfco BW*lIfl**ift»U #<bft£@#£:^^;v^-rJWc 
»*tLT«ift^fc (13 mg, 8.4 %) £#£o 

'H-NMR Spectrum (DMSO-de ) d (ppm) : 2.26 (3H, s), 3.40 (4H, m), 3.52 (2H, s), 3.55 
(4H, m), 6.57 (1H, dd, J =2. 4, 5.6 Hz), 6.97 (1H, dd, J=2.4, 8.4 Hz), 7.05 (1H, 

d, J=2.4Hz), 7.17 (2H, dd. J=8.8, 8.8 Hz), 7.39 (1H, d. J=2.4 Hz), 7.57 (1H, d, 
J=8.4 Hz), 7.63 (2H, dd, J=5.2, 8.8 Hz), 8.11 (1H, d, J=5.6Hz), 9.24 (1H, s), 

9.64 (1H, s), 10.26 (1H, s).. 

[0 4 2 5]. . 

mmmsd n- (3-7^^p-4- 12- r3-^^-3- (i-^jh^ jv 

y _ 4 _^;U) 7WKI tfijy>-4->f JH*-**>1 7^-;W) - N' - (4-7**-. 

Sft#B5CT\ 3- [4-(4-'75y-2-7;vtn7xy*>')^')y>-2-^ ;H 

_ 1 .^t^.^- ! _d -^fA'^'J a J>- 4 --f >U)9 1/7 (30.0mg) £N, N-5*> 
^*W75 K (1ml) ifii:TN-(4-7Hn7xi^)vn-y? 
7vK (31.7mg) ,l'JxW3> (0.022ml) > (1H-1, 2, 3-^>V*b'J7 
v -_ ;l/ _ ! -sffl,***,) [pj (y^fJV757) ] *X*-7A ^^/l^O* 
77x- K71mg)*JnA, 3mmmWLtZo E£fMxf^tfflM7^-7A 

;*OT*<Mnttft7 «rti*tt*-cH*ifc»L 

^77^- (FUJI SilysiaNH, ^ffifS ; fl****:** -/ = 9 : 1) 

L?to §KrtfeHfrfc*ltU #^/:5lgi:->'xf;vx-T^ (1ml) *inx.T«»3* 

f: D H#:t6]|ltL; jWRKJfti-iit^iOMflS-Mfc (15.0mg, 33.8%) ZQ&mfct 

J H-NMR Spectrum (CDCh) 5 (ppm) : 1.50-1.68 (2H, t, J=7Hz), 1.74 (2H, m), 1.96 (2H 
, t, J=11.6Hz), 2.23 (3H, s), 2.86 (5H, m), 3.49 (2H, m), 4.05 (1H, m), 6.63 (1H 
,- dd, J=2.0, 6.0Hz). 7.02 (2H, t, J=8.8Hz), 7.11 (1H, t, J=8.8Hz), 7.21 (lH, d, 
J=8.8Hz), 7.24-7.36 (1H, m). 7.48-7.62 (3H. m), 7.68 (1H, m), 8.08 (1H. d, J=6.0 
Hz), 8.89 (1H, brs), 9.42 (1H, brs). . 
ESI-MS (m/z) : 553 [M+H] + . 
[0 4 2 61 

SMLO N — (4-7»tn7x-») — N' - (4- 12- [3- 3- ( 
E±VK 

3 _ [ 4_(4_ 7 5 77 X y3fi/)e'JyV-2-'f;V] - 1 - * f-*- 1 ~ ( 1 ~ * + 
;Wtf^»J 'Jy-A -4 JV)"? V7(20mg)£N, N-'^f ***A7? K (lml) 

II(:TN-(4-7**n7ii*)7Di?^ 7->K (22.3mg) , h'JxW 
5- V (0.016ml) ; (1H-1, 2, 3-^V , /h')7V*-^-l-'fW*-» C * V 
(y^f^j;;) ] ^t7>tn*X7x- h (49.8mg) £t)Dx.. 30t> 

HMJBPLfco Rl£«[*»»^^>K30Bl)i:fijfl]*a*3lf^ b x ) * A***(10Bl)tr»Bt 
/Co #«Jf **&tf0&»*3fc:*- b 'J -»A*»*(l(tol), tJc(IOjdI). (10ml) "CMS* 

?D7K77-f- (FUJI SilysiaNH. ; »~&WL**)l<:x- 9 J 

9 M) CfclJtt«Lfco Btt*®»*«»Ut:»e>^»a^^f-^i-7 t «'(2Bl) 
..-<s**>(2ml)*ira*.-ORiB3**: 0 BttfcfcttU aftft*"*-* - £ i 0 %Mit& 
m (21.3mg, 70.8%) ^atS#iLT#f: 0 
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*H-NMR Spectrum (CDCI3) 8 (ppm) : 1.50-1,68 (2H, m), 1.75 (2H, m), 1.99 (2H. t, J= 
12Hz). 2.25 (3H, s). 2.87 (5H. m). 3.48 (2H, s). 4.09 (1H, m), 6.58 (1H, dd, J=2 
.0, 6.0Hz), 7.02 (2H, t, J=8.8Hz), 7.08 (2H, d, J=8.8Hz), 7.20 (1H. brs). 7.53 ( 
2H. m), 7.56-7.68 (3H, a), 8.06 (1H, d, J=6.0Hz), 8.87-9.12 (2H, m). 
ESI-MS (m/z) : 557 [M+Na] + . 
[0 4 2 7] 

mWM91 N — (2-7JVtn-4- 12- T3-^f-^-3- (l- ^^^'i'/ 
y_4_^;y) 7WK3 b:°';> ? >-4-^^^^->[ 7x-») ~ N' - (4-7^* 
07^ — ;u) 7Pt^ K 

aS5#IB«T, 3- [4-(4-7$y-3-7**n7x>'*->)tfy v>-2-^ JU] 
_ j -xf/i,- 1 -(1 ->-^;vtf^iJ v>-4-^f;v)'!7 1/7 (40.5mg) -f >5»iKD 
7 9>(20 nL)*ft'(ittattfll 2 4) I'N, N-^^W^75K (2ml) fciJO&fcffe 
, th7tKo77^«ETi:^*Uo igiHM:tItN-(4-7)^n 
7i-;V)vDi^ 7"> K (42.6mg) , h'Jif*7?> (0.030ml) , (1H-1, 
2> 3 _/<y-/^ ij 7 y_;v_ 1 [ K ij (y>f*7 5;) ] ***^7 

A * ^f 7 ^tn*^7i- M95.5mg)£fln;i. 1 B*IW«#L.;fco RiS******-* 

(30ml ) k mmmt r > * - 7 a cisbD -?&m t £ . *mnmt r 

*»flfc(15ml), 7X(l5ml), l&^D^7jc(l5ml)T'J(M^^L> &7fc«®?t b V 7 A -C'S£*| L 
»HE J B*L'C#e>*LifeSlit*-'5'U***»'*9A^nTb^9 7'f- (FUJI Silysia N 
H, i&tHifc ; WK^-^-^-rSBRJ-^:^^ < / = 9 6 : 5) K£ *)ffiMLtz 0 BWWH 
frfciftftlfe, #6tL7tMt*^^-^^^-7"^ (1ml) fc'^-lf^^nSrttlx.'CJBif 
7t 0 attfcJbJRU a«K*-r*ifcUJ:*)*«'fb'&» (29.1mg, 48.8%) Sri&ltmfe® 

! H-NMR Spectrum (CDCb) 8 (ppm) : 1.48-1.71 (2H, m). 1.78 (2H. m), 2.07 (2H, m). 2 

.29 (3H, s), 2.80-3.00 (5H. m). 3.55 (2H, m), 4.16 (1H, m), 6.55 (1H, dd, J =2. 4, 
6.0Hz), 6.92 (2H, d, J=8.8Hz), 7.05 (2H, t, J=8.8Hz), 7.21 (1H, brs), 7.53 (2H, 
m), 7.69 (1H, d, J=2.4Hz), 8.08 (1H, d, J=6.0Hz), 8.26 (1H, t, J=8.0Hz), 8.63 ( 

1H, brs), 8.80 (1H, brs). 

ESI-MS (m/z) : 553 [M+H]\ 
10 4 2 8] 

Hifcfll9 2 N- (2-7;U*n-4- 12- [ (4-***- [1. 4] v7-t£^y- 
l-ij)Vi$=.)V) 7 5 7] tf«; V>- 4 -4 fr** 9 s\ 7x-^) — N' - (4-7^* 
□ 7x-il') VDtS K 

N _ [ 4 _ ( 2 -7 5 y tfij ¥>- 4 ->f -2-7KD7x^] -N' - 

(4 -7)^D7x-M 7Dt5 K (17.6 mg) tf>x b 7 t Kn 7 7 * (2.0 mL) 
i;h«jxf;i/7 5> (0.0154 mL) frflnx., W^ffK^nfll?!-* (0.00833 
•ml) *S5TU 1 0»BllffU. KJ&»**ETfc«i»Lfco #6tLfc»«KN, N 
-'/^f^*^A7 5K (1.0 mL). l-^f^*^^?^^ (0.0193 mL) fciJPx.. M 
&X~8ttmmWLtZo SS^^if"^ (50 mDtTK (30 ml)T#ELfco *«W*»" 
flAffi* (30mL.x 3) T?ifc#U «ft7lc^m^ b 'J ■> ATlBfttJfe. **S*LT#fc*i 
£@#£^*-*7-> : v'if*i-f^= 1 : 1 (3.0 mL) fclfcLfco % 

|»*ii*«e*1-*ifcKJ: «K ifM*tUtIft^ (10.2 mg, 42.8%) iftiz 

VnMR Spectrum (DMSO-de ) 8 .(ppm) : 1.25 (2H. m), 1.78 (2H, m), 2.24 (3H, s), 2.45 
(2H, m), 3.51 (4H, m), 3.58 (2H, m), 6.61 (1H, dd, J=2.4, 5.6 Hz), 7.02 (1H, m) 

, 7.17 (2H, dd, J=9.0, 9.0 Hz), 7.25 (1H. dd. J=2.4, 8.0 Hz), 7.48 (1H, d, J=2.4 
Hz), 7.63 (2H, dd, J=5.0, 9.0 Hz), 8.04 (1H, m), 8.13 (1H, d, J=5.6 Hz), 8.82 ( 

1H, s), 10.10 (1H, s), 10.26 (1H, s). 

ESI-MS (m/z) : 539 [M+H]\ 
[0 4 2 9] 
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mmm93 n- r2-7fr*p-4- (2- l3-.*^;v -3- T3- u-^f-jnf 

» - (4 --7;i/^-p-7^ — •T'Pt^ K 

N _ [ 4 _ ( 2 -7 5 / e'J v>- 4 --f -2-7JHD7x-;H -N* - 

(4-7^io7x-)V) vatU' (17.6. mg) ©fh?liKn7?> (2.0 mL) }g& 
\ZhV^^T^.y (0.0154 mL) fciniU **^TC^nn^R7i-* (0.00833 
mL) «TL, 1 0*WjB*f Lfc. KJS**«ETi:ftltlfc. »5>nfc«iCN, N 
-^WWT^KUOi), [3- (4-^f^^7y>-l-'f^ 

) ynkf;P] 7 5'/ (67.1 mg) fciraiL, fi»-C3ll»Wa#l»Lfco * f-*- [3- (4- 
>f;u^7y>-l-^;i/) 7nk?;v] 75>(34.5mg) SriliDL, gfflV£&£3l$ 
W*#Lfco S5>fc^f-*- [3- (4 - - 1 -4/10 7"n^] 7< 

V (34.5 mg) fcifiiflU gfi-C-2. 5B*W*#Lfco RJ&« (50ml)t7jc 
(30 nl)-C*ELfco (30 mL X 3) T?ifei£U b V * 

t?ft«Lfco ^^LT^ibn^afcSr^'J *^*7A (FUJI Silysia NH, 

; ftgijif-A/ : ^ */-/v= 2 o : l ~ l o : .i )-?*!$& L£ 0 1 WOTfl-S-ilfciU ft 

6*Lfc»ilEfc»ll-*f-A' (0.5 mLh ^*+r>(2.5 mL) & in H#**ifcJB: 
, ^©^fcLT^a-fb^W (46.7 mg, 12.4%) 

'H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.68 (2H, a). 2.11-2.60 (11H, m), 2.81 (3H, s) 
, 3.31 (4H, m), 3.58 (2H, s), 6.59 (1H, dd, J=2.0. 5.6 Hz), 7.01 (1H, m), 7.17 ( 
2H, dd, J=8.8, 8.8 Hz), 7,24 (1H, dd, J=2.8, 7.6 Hz), 7.42 (1H, d, J=2.0 Hz), 7. 
.63 (2H, dd, J=4.8, 8.8 Hz), 8.03 (1H, d, J=5.6Hz), 8.10 (1H. d, J=5.6Hz), 9.47 

(1H, brs), 10.10 (1H, s), 10.26 (1H, s). 
H-NMR Spectrum (CDCb) 8 (ppm) : 1.78 (2H, m), 2.26-2.78 (11H, m). 2.89 (3H, s). 3 
.38 (4H, m), 3.55 (2H, s). 6.52 (1H, dd, J=2.2. 5.6 Hz), 6.88 (2H, m), 7.01 (2H. 

m), 7.51-7.57 (3H. m). 8.06 (1H, d, J=5.6 Hz), 8.20 (1H, m), 9.07 (1H, s), 9.13 

(1H, s). 
ESI-MS (m/z) : 596 [M+H]\ 
[0 4 3 0] 

[0 4 3 1 ] 

$aW9 4 t:'D'Jy>-l-3>Wft^^ 7vF l4-r3-»PP -4-(3 
-7xx;v7-bWt7WK)7xy^>'] \£ 'J S J>- 2 -4 M 7JJL 
2 - 7x^^7-bf;v ^n«J K (0.067ml) „ f*v7/i*'J7A (99. lmg) > 4- 
(' 4 _ 7$ ;_2-7;Vtn7x;^-» -2- [ (fc^ U y > - 1 - 4 fr) *-**>l"K 
-jV7^7] tf';v> (99.6mg) £ •) SSfls£;tf (15.7mg, 14.6%) It 

1 H-NMR Spectrum (CDCb) 5 (ppm) : 2.05 (4H. m), 3.40-4.10 (6H, m), 6.62 (1H, m), 7 
.09 (1H, dd, J=2.8, 9.2Hz), 7.20-7.50 (6H, m), 7.72 (1H, m), 8.11 (1H. m), 8.36 
(2H, dd, J=9.2Hz), 8.55 (1H, m), 12.42 (1H, s). 
.[0 4 3 2] 

A/PI19 5 4- 13 -^on-4 - (2-7x-^7^f;M 7-*9WK] 7 

—2 - r (fefnU-y 1 -4;U) ft JUT 3 >1 bfU^V 

2-7x-;V7-bfJV K (0.2ml) . ftv7^'J7A (292mg) , 4- (4 

_ 7 = ; _ 3 _^nn7x;#y) -2- [ (Hfn'J-7V- 1 — 4 )V) ij )Vtf-)\,T K J 
] e-Jy"/ (166mg) £ *) , ^Mite® (88.8mg, 35%) SrfifettAtLTfffc, 
1 H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.70-1.90 (4H. m), 3.20-3.40 (4H, m), 3.82 (2H 
s), 6.59 (1H, dd, J=2.4, 5.6Hz), 7.18 (1H, m), 7.20-7.40 (5H, m), 7.43 (1H, d, 
'j=3!2Hz), 7.53 (1H, d, J=2.0Hz), 8.04 (1H, d, J=8.8Hz), 8.13 (1H. d, J=5.6Hz), 
8.74 (1H, s), 11.88 (1H, s), 12.36 (1H, s). 
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[0 4 3 3 ] 

1119 6 4- l3-^PP-4 - T3 - ( 2 - 7 x-frT-fef-fr) ;£±fr_W_Kj 2 

x/*y| -2 - T (*;v»'J >- 4 --PM ft;w-K_;i/7 5 y 1 ^'Jy> 
2-7xi^7-tf;l' *ni; K (125mg) , ftvT^Vf A (157mg) , 4- (4 
_ 75 ;_3_^nD7a;^y) -2 - [ (^e^* U >- 4 -4 ;v) #;ujK— /i"7 5 y 

1 f'JyV (56.2mg) J: <9 > *«-fb^» (34.3mg, 41%) *64ft*tUftfc. 
! H-NMR Spectrum (DMSO-de ) 5 (ppm) : 3.30-3.40 (4H, m), 3.50-3.60 (4H, m), 3.84 (2H 
, s ), 6.62 (1H. dd, J=2.4. 5.6Hz), 7.20-7.50 (8H, m). 8.06 (1H, d, J=8.8Hz), 8.1 
6 (1H, d, J=5.6Hz), 9.33 (1H, s), 11.90 (1H, s), 12.38 (1H, s). 

[0 4 3 4] 

mmM9 7 4 - 14 - [3- (2-->»P;/P*ffr7-fe*-fr) ?-*fr WKl -2-7 
HP7xM i /l -2- r (^nVy>-l-^V) ^jM L=JV7jVj fcf'jyv 

2 - n7*D y * 7">K (114. 2mg) ^ *ny K (0.105ml 
) % fty7/i*'J7A (222mg) , 4- (4-75/-2-7H07x/'^» - 

2- [ (tfn'Jv^-l--f;u) #*#-*T?/] (103mg) <fc > %Mit& 
m (61.9mg, 4256) $-IIfeg B ^t LtH/;, 

J H-NMR Spectrum (DMSO-de ) * (ppm) : 0.15-0.25 (2H, m), 0.40-0,60 (2H, m), 1.02 (1H 
; m), 1.80-1.90 (4H, m), 2.38 (2H, d. J=7.2Hz), 3.20-3.40 (4H, m), 6.61 (1H, dd, 
J=2.4, 6.0Hz), 7.30-7.60 (3H, m), 8.03 (1H, m), 8.13 (1H, d, J=6.0Hz), 8.74 (1H 
, s), 11.51 (1H, s), 12.66 (1H, s). 
[0 4 3 5] 

, mmm9s 4- u- r3- (3-x^y7 , n^) t-^wki 

I - 2 - r (tf P 'J 1 ^) ^jV-^-^T^yl t''Jy> 

3- x^y7'D^-^ 75/ K (50mg) , frit*-*-* (0.5ml) > f-*->T>» 
#>J?A (81mg) , 4- (4-7?;7xMy) -2- [ (t?n >J ->* >- 1 -A )l>) fj 
H'^7U] (50mg) mmit&® (10.2mg, 13%) *ifc*fe»*fc t 

>H-NMR Spectrum (DMSO-de ) * (ppm) : 1.11 (3H. t, J=7.2Hz), 1.70-1.90 (4H, m), 2.70 
-2.75 (2H, m), 3.20-3.70 (8H, m), 6.60 (1H, dd, J=2.4, 5.6Hz), 7.18-7.21 (2H, m) 
, 7.52 (1H, s), 7.72-7.75 (2H, m), 8.13 (1H, d, J=5.6Hz), 8.72 (1H. s), 11.50 (1 
H, s), 12.51 (1H, s). 
[0 4 3 6] 

mmm99 e^u y>- 1 Li_z f3- »pp-4- (3-7x-»7 

kf^s «J y > - 1 - * >U#>Bft [ 4 - (4-7^-3-7D07x; * -» b? 'J v > - 
2 -vf ;v] T 5 K(52 mg. 0.15 mmol). 0. lM7x-JV7^^M7f ty7^~F 
7-t b- h U^»«[(7.5 ml, 0.75 mmol) J: »K *Sfe»*fc L-C&HflS'frW (20 mg, 0.03 
8 mmol, 25 %) *Wfco 

I H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.45 (4H, m), 1.54 (2H, m), 3.39 (4H, m), 3.84 

(2H. s), 6.59 (1H, dd, J=2.4, 5.6 Hz), 7.19 (1H, dd. J=2.6, 8.8 Hz), 7.29 (1H, 
m), 7.33-7.38 (4H, m), 7.45 (2H, m), 8.06 (1H, d, J=8.8 Hz), 8.15 (1H. d, J=5.6 
Hz), 9.19 (1H, s). 11.90 (1H, s), 12.38 (1H, s). 
ESI-MS (m/z) : 524 [M+H] + . 
[0 4 3 7] 

. jUtfllOO T^Vy- 1 -*JHK>Efc |4 - f3-^no- 4 - (3-7x-;i/ 
7-fcf JVf W K) 7x^y1 WJ>-2-<f M 75 K 
7-ffyy-l-***'^ [4- (4-7?y-3-?DD7xMy) tf'JvV- 
2_^;u] T5K(48ng. 0.15 mmol) * 0. lM7x^7*fMVf* , /7*-f 
7.t>-b ';.JU»*(7.5 ml, 0.75 mmol) «fc *K *ftfe»*k LTflMft (27 mg, 0. 
054 mmol, 36 ») fcWfco 
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J H-NMR Spectrum (DMSO-de ) d (ppm) : 2.13 (2H, m). 3.84 (2H. s), 3.95 (4H, m), 6.60 
(1H, dd. J=2.0, 6.0 Hz), 7.19 (1H, dd, J=2.8, 8.4 Hz), 7.27 (1H, m), 7.35 (4H, 

m), 7.45 (1H, d, J=2.8Hz), 7.56 (1H, d, J=2.0 Hz), 8.07 (1H, d, J =8. 4 Hz), 8.14 
(1H, d, J=6.0Hz), 9.13 (1H, s), 11.90 (1H, s). 12.38 (1H, s). 
[0 4 3 8] 

mmmi o 1 1- (3 -yxf^?; yrn w - 3- u - (2 -7^0-4-. 

13- r (4-7^tQ7xw») T-b^^l -ft» W Kl 7^*-» fc°'J~y>-2 
7 1/7 

1 - [4- (2-75 J\£i)i?>-i-<1 fr***s) -3-7HD7ii*] -3- [ 
(4-7^n7i^) 7-fef-^/.] VT(100 mg), n n¥87 *-M0.0454 

ml), N, N-v'J-^^-1, 3 -7n;Oi?75 > (0. 151 ml) J: >9 , Hk%Xt%t 
flMfr&W (0.8 mg, 0.6 X) Srflfco 

'H-NMR Spectrum (CDCh) S (ppm) : 1.26 (6H, t, J=7.2 Hz), 1.98 (2H, m). 3.07 (6H, 
ra), 3.31 (2H, m), 3.68 (2H, s), 6.64 (1H. dd, J=2.0. 6.6 Hz). 7.05 (2H, dd, J=8. 
4, 8.4 Hz), 7.15 (1H, dd, J-8.8. 8.8 Hz), 7.19-7.25 (3H, m), 7.35 (1H, m), 7.86 
(1H, d, J=6.6Hz), 7.94 (1H. dd, J=2.2, 11.4 Hz), 8.41 (1H, brs), 8.74 (1H, s), 
12.04 (1H, brs), 12.46 (1H, s). 
ESI-MS (m/z): 571 [M+H] + . 
10 4 3 9] 

jgjfrWl0 2 l-*7A'l?'**)i?>-A-*Jl'tf>WL (4- }2-7^^ P-4- [ 

t _ )X/ 4 _ (4- |2-7;u^-n-4- [3- (4-7*tn7x-JH T-tef-A' 
f-t7VO'] 7xy^v| tf <; yy- 2 -4 iviDV/^-i ;w) tf^U v >- 1 

(38.8 mg, 0.062 mmol) i: h V 7^*nS|=m (0.50 ml)^<b fcf^'J v V- 4 
-*/HK>fl| (4- |2-7^*n-4- [3- (4-7WD7x = JH 7 
*«7WK] 7x;^->| tTV v>-2-'f ;W 75 K«&***»fe (ESI-MS (m/z) : 

526) o :ofi4«», 3 7%*^';y*l* (0.0231 ml), Wk (0.0142 ml), h 'J 
7-fe Y^yy^m^^mi- Y V (26.3 mg) X 0 , LTSH-fb^* (1.1 n 

g, 3.29 *) «r$#fco 

VH-NMR Spectrum (DMSO-de ) $ (ppm) : 1.70-1.83 (2H, m), 1.99 (2H, m), 2.67 (1H, m), 
2.76 (3H, m), 2.84-2.98 (2H, m), 3.45 (2H, m), 3.83 (2H, s), 6.74 (1H, dd, J=2. 
4, 6.0 Hz), 7.18 (2H, m), 7.36-7.42 (3H, m), 7.53 (1H, m), 7.67 (1H, d, J=2.4 Hz 
), 8.00 (1H. dd, J=2.2, 12.2 Hz), 8.23 (1H, d, J=6.0Hz), 10.76 (1H, s), 11.81 ( 
1H, s), 12.47 (1H, s). 
ESI-MS (m/z) : 540 [M+H] + . 
'[0 4 4 01 

$101 1 Q 3 gJVfrJJ >-4 -*JU#>Bfc 14- f3->f-^- 4- (3-7i>JI/ 
7-fef i7 W K) 7xMi/1 kT'Jy>-2-^;H 7 5 K 
2-7x^)V7tf;V • ? n <j K (0. 038 ml), 7* v7 V «7 A (58 mg), 

>-4--*^^>gfc [4- (4-757-3-^f^7x7*-» tf V v >- 2 * 
] 75 K (66 mg) 't «9 , LT*«-ffc-ft* (7.0 mg, 6.9 %) fc^ffco 

*H-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.19 (3H, s), 3.41 (4H, m), 3.56 (4H, m), 3.83 
(2H, s), 6.57 (1H. m), 7.01 (1H, d, J=8.4 Hz), 7.10 (1H, s). 7.30 (1H, m), 7.35 
(4H, m), 7.44 (1H. m), 7.65 (1H. m), 8.14 (1H, m), 9.27 (1H. m), 11.74 (1H, s), 
12.04 (1H, s). 
ESI-MS (m/z)(neg.) : 504 [M-H]". 
[0 4 4 1] 

iiii0 4 fcTp'j-y^- i -ajufr^HE 14- r3-^;u -4- (3-7*-A> 
7**^^**7 W £) 7x;^-/1 75 K 
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2-7xz;i/7W *n'J K (0.038 ml), ftv7>t*V <7A(58 mgK kfnDv 

[4- (4-7^-3->Wx^-» \ZVV>-2-4 )\> 
] 75 K(62 mg) J: »K *Rfe»*fc L"C*»(k#» (18 mg, 18 %) 

'H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.81 (4H. m). 2.19 (3H, s), 3.35 (4H, m), 3.83 
(2H, s), 6.55 (1H, m), 7.01 (1H. m), 7.10 (1H, s), 7.28-7.36 (5H, ra), 7.53 (1H, 
s), 7.66 (1H, m), 8.12 (1H, d, J=6.0 Hz), 8.70 (1H, brs), 11.73 (1H. s), 12.04 

(1H, s). 
[0 4 4 2] 

mmmi 05 4-l3-^PP-4-[3- (2 -7 x.=-)VTm-)V ) T*7l"i K1 

7*y*->i -2- (i/»n-/Pt;»^^^7s;) fcTgy> 

2_ 7 5;_4 - (4-7U-3-^on7xMy) k?'jv*V (471mg) , b'J^f 
;V75> (0.384ml) , y^o/o^^;^'^ (0.22ml) , (1H-1, 2, 3-^ 
>VKV 77-^- 1 -4 [h'J (vVf;U75^) ] *X*-7A 's** 

7HDW7x- Kl216mg) «t >K 4- (4-7U-3-^nn7x/*<» -2- 
(y^n7nt>*;i'**-Jl'75/) t:*Vv>ffl&$% (63mg) £0>*&&J£!» ( 

63mg) „ 2-7x-;i/7tf;v ^n'JK (97mg) , fty7yi*'J7i (122mg) <£ 
IJ> XAffrfrtt (30.6mg. 21316.4%) £ dfeiHMI t LtHfc, 

X H-NMR Spectrum (DMSO-de ) 5 (ppm) : 0.87 (2H, m), 1.25 (2H, m). 1.99 (1H. m). 3.85 

(2H, s), 6.71 (1H, m), 7.21 (1H, m), 7.22-7.40 (5H, m), 7.48 (1H, d s J=3.2Hz), 
7.72 (1H, d. J=2.0Hz), 8.08 (1H, d, J=8.8Hz), 8.23 (1H, d, J=5.6Hz), 10.91 (1H, 
s), 11.91 (1H, s), 12.40 (1H. s). 
[0 4 4 3] 

$feW! 0 6 4 - )2 -yjuHru-4 - T3- ( 2 -y » a 7*p fcr; v7-b-?-;i/) frW 
Kl ^jiy^->l -2- r (tfp'J V>- l -4 fr) fui'tf-n'T $ /T fef' ; > 

2-y^n7atfJV7-th7 5K (124mg) , K (0.109ml) , 4- ( 

4 _ 7$ ;_2-7^t07x;3fy) -2- [ (fcfnij v>- 1 -4)V) *)V#=.)U7 
5>] (79mg) J:-9aHMfrft* (8.5mg, 7.7%) £ fife^s! t LX%tz 0 

l H-NMR Spectrum (DMSO-de ) 5 (ppm) : 0.17-0.21 (2H, m), 0.47-0.52 (2H, m), 1.03 (1H 
, m), 1.70-1.90 (4H. m), 2.29 (2H, d, J=7.2Hz), 3.20-3.40 (4H, m), 6.60 (1H. dd. 
J=2.4, 5.6Hz), 7.30-7.48 (3H, m), 7.79. (1H, dd, J=2.4, 8.8Hz), 8.11 (1H. d, J=5 
.6Hz), 8.70 (1H, s). 10.70-10.74 (2H, m). 
[0 4 4 4] 

flWlQ7 4- (2-7**a-4- )3- \2- ( 4 - 7 u 7 x -fr) 7*± 

)±2 frWKI 7x.y**s) - 2- [ (^f;v7^y) u )v#-)i>7 s. ;} 

2 _ (4-7^D7x^) 7-th75 K (153.2mg) , * ?W K (0.110 

ml) „ 4 - (4-7U-2-7^n7x^y) - 2- [ (^W^) */HJf- 
;U7Sy] fefVv> (107mg) ^, Umit'k® (9.8mg, 5.6%) *86ltfe»* t ttHfc 

°H-NMR Spectrum (DMSO-de ) S (ppm) : 2.67 (3H, d, J=4.4Hz), 3.75 (2H, s), 6.55 (1H, 
dd, J=2.4, 5.6Hz), 6.91 (1H, s), 7.15-7.41 (6H. m). 7.77 (1H, dd, J-2.4. 8.8Hz) 
, 7.82 (1H, m), 8.06 (1H, d, J=5.6Hz), 9.15 (1H, s). 10.58 (1H, s), 11.03 (1H. s 
). 

. [0 4 4 5] 

'3lit$ll0 8 1- (3-yxf*7?/7'o^) - 3- |4 - [2-7>U*n-4- 
(3-7x-;i/7-bfJHl/'f K) 7x;*y] tf »J V V - 2 - 4 )V\ 
1 - (3 -i;jc^-;U7 5 y T'n kf^) -3- [4- (4-7?/-2-7^D7xM 
v) fef >; 2 -W 7^7(100 mg, 0.266 mmol) , 7x-*7tfMy->7* 

-bO. 5M^+t^S (3.4 ml, IRfiW 1 ) J: 0 , LT«H'fb'&* (27.1 

mg, 19 %) £#£ 0 

'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 0.93 (6H, t, J=7.0 Hz), 1.53 (2H, m), 2.35-2.4 
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6 (6H, m), 3.13 (2H, m), 3.74 (2H, s), 6.55 (1H, d. J=5.6 Hz), 6.90 (1H, s), 7.2 
7-7.41 (7H, m), 7.78 (1H, d. J=8.8 Hz). 8.01 (1H, m). 8.05 (1H, d, J=5.6 Hz), 9. 
11 (1H, s), 10.61 (1H. s), 11.05 (1H, s). 
ESI-MS (m/z) : 537 [M+H]\ 
[0 4 4 6] 

mWMl 0 9 1 -^^)V\£^)'Jy- A-iJ)^^yW. 14- r 2-7;v^-n-4- ( 

t _y^. ;l/ 4_ |4 - [2-7;v*n-4- (3-7x-;V7tf Jl/'^l/'f K) 7i; 
^v] tfV v> >-2 —A )\>jj)Vs<*:4 )V\ ^iJJ^-l-J^^V-F (60 mg, 0. 
.101 mmol) i: b V 7JU*n@f=m (0.50 ml) 5&>S> tT^V v>- 4 - * ^tf^SS (4- [ 
2-7 )V*U- 4- (3-7x^7W>WK) 7iM->] 
I 75 Kt4**t#ft. (ESI-MS (m/z) : 492) 0 iWlttlSft, 3 7%*^'^* 
(0.0376 ml, 0.505 mmol), (0.0231 ml, 0.404 mmolK >'J7* h^'>7K#-fb 

^-7^^ b 'J "7 A (42.8 mg, 0.202 mmol) «fc *K Hl&JStifLt LX^it^ (51.1 mg, 
22.5 X) 

*H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.49-1.61 (2H, m), 1.67 (2H, m), 1.80 (2H, m), 
2.13 (3H, s), 2.39 (1H, m), 2.76 (2H, m), 3.74 (2H. s), .6.71 (1H. m), 7.25-7.42 
(7H, m), 7.64 (1H, d, J-1.6 Hz). 7.78 (1H, m), 8.19 (1H, d, J=6. 0 Hz) ,. 10. 51 (1 

H, s), 10.62 (1H, s), 11.05 (1H, s). 

ESI-MS (m/z) : 506 [M+H] + . 
[0.4 4 7] 

mmmwo tfn'jyy- 1 u - [3-^^-4- (3-7x-^ 

tfn'J v^- 1 [4- (4-7^-3-^Wx^y) t:>J->*>- 
2-W;V] 7 5 K (100 mg, 0.32 mmol), 7 x-JV7-fef;K V v7 *- > (2. 0 ml, 1.0 
mmol, 0.5M^t^M, Sififf 1 ) * *> , lfe»*UTjaMI:#« (6.8 mg, 4.5% 

) . 
X H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.80 (4H, m), 2.22 (3H, s), 3.34 (4H. m), 3.75 

(2H, s), 6.54 (1H, dd, J-2.4. 5.6 Hz), 6.99 (1H. dd..J=2.4. 8.4 Hz), 7.07 (1H, 
d, J-2.4 Hz). 7.27-7.37 (5H, m), 7,46 (1H. d, J=2.4 Hz), 8,01 (1H, d, J=8.4 Hz), 

8.08 (1H, d, J=5.6Hz), 8.64 (1H. s). 10.48 (1H. s), 11.04 (1H, s). 
ESI-MS (m/z) : 474 [M+H] + . 
[0 4 4 8] 

$mm\\\ >-4 14 - \2-**A '-4- (3-7x-;v 

T-bfJ^U^f K) 7x;^r->1 W 9 J>-2-4M 75 K 

4 -*/M?>» [4- (4-75/-2-^^7x^y) \£y*J>- 
2-j)V] 7 5 K (80 mg, 0.24 mmol). 7x-*7*f M VJ'T* - F (0. 5 
*-9->?fMfc). (2.0 ml) «£ *), *W*tLt^M^ (10.5 mg, 8.8%) *%tz a . 
^-NMR Spectrum (DMSO-de ) 8 (ppm) : 2.07 (3H, s), 3.39 (4H, m), 3.55 (4H, m), 3.73 
(2H, s), 6.51 (1H. dd. J-2.4, '5.6 Hz), 7.04 (1H, d. J=8.8 Hz), 7.26-7.35 (6H, m 
), 7.46 (1H, d. J-9.2 Hz), 7.50 (1H, s), 8.09 (1H, d, J=5.6 Hz), 9.21 (1H, s), 1 
0.49 (1H, s), 10.97 (1H, s). 
ESI-MS (m/z) : 512 [M+Na] + . 
[0 4 4 9] 

mmmii2 en'jyy-i-*Myi u- f2-^^^-4- (3-7x-n/ 

7-bf Jl/^U-f K) 7x;^'/l \£VV>-2-4M 7 5 K 

H'niJv>- 1 -ijfrtfvm. [4- (4-7^-2-^fJV7xy*-» fcf'Jv>- 
2-4»S\ 75K(80mg, 0. 256 mmol). 7 x -^T-tf-^W V *>7 *- h (0. 5M^ 
+.-9->M) (2.0 ml) J: IK iM^cLt^lM (11.3 mg, 9.32 ») 
'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.80 (4H, m). 2.07 (3H, s), 3.32 (4H, m), 3.74 
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(2H, s), 6.49 (1H, d, J=6.0Hz), 7.04 (1H, d, J=9.0 Hz), 7.23-7.38 (6H, m), 7.4 
5 (1H. d, J=9.0 Hz), 7.50 (1H, s). 8.07 (1H, d, J=6.0 Hz), 8.62 (1H. s). 10.49 ( 
1H, s), 10.96 (1H, s). 
ESI-MS (m/z) : 496 [M+Na]\ 
[0 4 5 0] 

jlMiffUl 13 N- U - 7 — N' - (3-7;V^ P-4- 12 - f ( 

4 _ N (4_ 7 ;;_2-7Hn7x^i/) -2- [ (l^D'jy^-l-'f*) 
n;UT5/] \£>)*J> (lOOmg) > M)x.^;i/7S> (0.132ml) , N- (4-7^*0^ 

7vK (187mg) , (1H-1, 2, 3-^>'/>H'/-^- 

M419mg) <fc »)*»ftfc* (74.4mg. 48%) * t Ltffco 

^-NMR Spectrum (DMSO-ds ) $ (ppm) : 1.70-1.90 (4H, m), 3.20-3.40 (4H, m), 4.38 (2H 
d, J=6.0Hz), 6.61 (1H, dd, J-2.4. 5.6Hz), 7.16 (2H, t, J=8.8Hz), 7.34-7.40 (3H 
, m). 7.46 (1H, d, J=2.0Hz), 7.78 (1H, d. J=8.8Hz), 7.97 (1H, m). 8.11 (1H. d, J 
=5.6Hz), 8.70 (1H, s), 9.63 (1H, t, J=6.0Hz), 11.03 (1H, s). 
[0 4 5 1 ] 

jgftWl 14 N- (4-7JVta7x^JU) — N' - 1 4- \2- (2, 2 
•?U\£*-)VT$y) E''Jy>-4-^^Jr->] - 2 - 7 )±* U 7 x - jVj 7PtU' 
N _ ( 4 _ 7J i,tn7x-;0 — N' — [4- (2-75 7 Vi'V v>-4-^**-» 
-2-7;^D7xx)i/] K (20.0mg) , hVxf*73> (0.020ml) , ttft 

(0.009ml) J:iJ&»ffr&» (3.7mg, 15%) Uflt, 
X H-NMR Spectrum (CDCh) 5 (ppm) : 1.29 (9H, s), 3.57 (2H, s), 6.63 (1H, m), 6. 90-6 
.93 (2H, m). 7.02-7.07 (2H, m), 7.51-7.55 (2H, m), 7.85 (1H, d. J=2.4Hz), 8.03 ( 
1H, s), 8.13 (1H, d. J=5.6Hz), 8.28 (1H, t, J=8.8Hz), 8.69 (1H, brs). 8.90 (1H, 
brs) . 

' [0 4 '5 2] 

mmmi 1 5 n- (4-7»tP7j-/u) -n' - u- 12- r 

_K 

N _ ( 4 - 7J v;tn7x^) — N' - [4- (2-75ye>Jy>-4-f)Ut^v) 
■-2-7)^n7xX*] 7Dt< K (50mg) , h 'J xf*7 5 s (0.088ml) , N, N 
-¥**)vy*)i,y (65mg) , (1H-1, 2, 3-^^/HJ7 l /-*-l-^t* 
•» [b'J (y^f^7^) ] *X*-7A AWH'tnW?!- h(278mg) i 
•^M-fb-fr* (8.6mg, 14%) tfiM^fcLt^fc. 

J H-NMR Spectrum (CDCh) 5 (ppm) : 2.37 (6H, s), 3.06 (2H, s), 3.55 (2H, s), 6.63 ( 
1H, dd, J-2.4. 5.6Hz). 6.93 (2H, d, J=8.8Hz), 7.05 (2H, t, J=8.8Hz), 7.30-7.55 ( 
2H, m). 7.87 (1H. m), 8.17 (1H, d, J=5.6Hz), 8.29 (1H, t, J=8.8Hz), 8.57 (1H, br 
s), 8.79 (1H, brs), 9.69 (1H, brs). 
[0 4 5 3] 

$tgjll6 (4- 13-.7**p-4- T2- (4-7)HD7x -J^^^)l/ 
) 7-bfJV7^1 7x^^y| WJ>-2-<( M ft;W<U-y? 7~>K *±J^ 

-N- (4-7*tD7xr)H — N' - [4- (2-75^tf; v>-4-«f 
-2-7*ta7x-^] 7DtU' (11.3mg) , b'Jxf;i/7?> (0.016ml) . * n 
n^gM^ (0.0044ml) J: »> (5.0mg, 39%) 4:fife©*t fC#to 

•'H-NMR Spectrum (DMSO-de ) S (ppm) : 3.59 (2H, s), 3.63 (3H, s), 6.68 (1H, m), 7.00 
-7.30 (4H, m), 7.41 (1H, s), 7.50-7.70 (2H, m), 8.05 (1H, m), 8.16 (1H, m), 10.1 
1 (1H, s), 10.26 (1H, s). 10.29 (1H, s). 
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10 4 5 4] 

mmWl 1 7 N — (4- 12- f3- (3->W7;^ n^) -3-^;^ 
WJ£] WJy-i-'f fr***^ -3-7J^n7x-)i/) -N' - (4-7;w^o 

1 - (3-i;xf-;VT^/7 p ntf^) -3- [4- (4-T?;-2-7;vtn7x;* 
v) kf U ✓ > - 2 - "f /U] - l-^fJV7V7 (50 mg) > N— (4-7HD7i-* 
) vn^-yy- T">K (76.3 mg) , h'JxfA>7 5> (0.0539 ml), (1H-1, 2, 

AJft7Jl'tD*^7x-l« (171 mg)J:»K «6Jtfe»*fc LTM^Ifc (31 mg, 42 

'H-NMR Spectrum (DMSO-dc ) d (ppm) : 0.97 (6H, t, J=7.0 Hz), 1.68 (2H, m), 2.31-2.6 
0 (6H, m), 2.79 (3H, s). 3.28 (2H, m), 3.49 (2H. s), 6.55 (1H, dd, J-2.4, 6.0 Hz 
), 7.17 (2H, dd, J=9.2, 9.2 Hz) , 7. 30-7. 41 (3H, m), 7.63 (2H, dd, J=5.2. 9.2 Hz) 
. 7.82 (1H, dd, J=2.4, 8.8 Hz), 8.07 (1H, d, J=6.0 Hz), 10.21 (1H. brs), 10.26 ( 
1H, s), 10.50 (1H, s). 
[0 4 5 5] 

gMMU-g N— (4- 12- T3- (3->'xf;V7^7 , nE» »WK] fcTV 
2>- 4 -3-7;^Q7x^)l/) — N' - (4-7»tn7x^) T 

1 - (3 -j;i^7 5 y^nlf;!/) - 3- [4- (4-7?;-2-7;vt07x^ 
-» f'J v ? >-2-'f;V] 7V7 (50 mg) , N- (4-7*tU7x-JH Tn^-y^ 
7-/F (78.7 mg)> h'JxW5> (0.2 ml), (1H-1, 2, 3-^>VM>7 
v *-;u- 1 -^Ht^fv) (^Xf^T?^) ] 

^7x-h (176 mg) «fc , «6Jtfeft*t LTM'fb'frW (31 mg, 42 %) £#£0 
'H-NMR Spectrum (DMSO-de ) S (ppm) : 0.93 (6H, t, J=6.8Hz), 1.53 (2H, m), 2.37 (2H 
, m), 2.43 (4H, q, J=6.8Hz), 3.13 (2H, m), 3.49 (2H, s), 6.56 (1H, dd, J-2.4. 5 
.8 Hz). 6.89 (1H, d, J=2.4Hz), 7.17 (2H, dd, J=8.8, 8.8 Hz), 7.31-7.41 (2H. m), 
7.63 (2H, dd, J=5.0, 8.8 Hz). 7.83 (1H, dd, J=2.4. 13.0 Hz), 8.01 (1H. m). 8.05 
(1H, d, J=5.8 Hz), 9.10 (1H, s), 10.26 (1H, s), 10.51 (1H, s). 
ESI-MS (m/z) : 555 [M+H]\ 
[0 4 5 6] 

gffign 1 9 N- (4- 12- \3- (3-yxf;i/7 5y 7-nK-^) -Z-**f-h,*j 
W_K] v 4 --f ^^vl -2-^f;V7x-;» — N' - (4- 7^P7 
x — ;v) -7Pt^ K 

N- [4- (2-7^tf')y*/-4-'f^*4ry) -2->f^7x-A'] -N* - ( 
4-7WD7x-;v) -7n^-5K(60mg) , h 'J xf/UT 5 > (0. 042 ml), ^on^FS 
7^^(0.038 ml), N, N-yxf)!/-N' -^Wn;0-1, 3-vT5>(93. 
lrag)J:»K m&%r*-t Lxmmit^ (7.4 mg. 8.6 %) 

J H-NMR Spectrum (DMSO-de ) «5 (ppm) : 0.97 (6H. t. J=7.0 Hz), 1.68 (2H, m), 2.26 (3H. 
s). 2.36 (2H. m), 2.53 (2H. m). 2.80 (3H. s). 3.31 (4H, m). 3.52 (2H. s), 6.50 
(1H, dd, J=2.4, 5.6 Hz). 6.96 (1H, . d, J=2.4. 8.8 Hz). 7.04 (1H. d. J=2.4 Hz). 7 

.17 (2H, dd, J=9.2, 9.2 Hz). 7.35 (1H, d. J=2.4 Hz), 7.57 (1H. d, J=8.8 Hz). 7.6 

4 (2H. dd. J=5.2, 9.2 Hz), 8.06 (1H, d, J=5.6 Hz), 9.64 (1H. s). 10.02 (1H. brs) 

. 10.27 (1H, s). 

ESI-MS (m/z) : 565 [M+H] + . 
[0 4 5 7] 

1HM0U12O N- T4- (2-7-bh7^b , 'J-^/-4->f^ i^-» 
7x^;H — N' - (4-7^D7x^) vntU* 

N- [4- (2-T$S\£')i?>- 4-4 - 2 ->f)l/7i-^ -N* - ( 

4-7;i/tn7x-;l') v n 5 K(60 mg) , b U xf;l/7 $ X0.027 ml), l&itT*?- 
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)V (0.053 ml) J: >K ftfe&A t LTWaWfrfr* (33.7 ng, 51 X) *r»fc 0 
l H-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.04 (3H, s), 2.26. (3H. s), 3.53 (2H, s), 6.64 
(1H, d, J=5.6 Hz). 6.99 (1H, d, J=8.2 Hz), 7.07 (1H, s). 7.17 (2H. dd, J=8.6, 8 
.6 Hz). 7.58 (1H. d. J=8.2Hz), 7.62-7.66. (3H, m). 8.17 (1H. d. J=5.6 Hz). 9.65 
(1H, s), 10.27 (1H, s). 10.53 (1H. s). 
• ESI-MS (m/z) : 459 [M+Na]\ 
[0 4 5 8] 

2 1 N— (4 -7JI/tD7x=JH — N' - (3 - 12 - [ 

>-a -ij)v#=-)v) 75^1 e ->•>- 4 ^jjLj-±id 7x^^) ^ot< K 
€;i/*n-4-*WS [4- (4-7S^-2-^f;V7i;*y) fcfys>>- 
75 K (50 mg) , N-(4-7^tn7i-)V)-7niy? 7 -> K (90 mg) 
, (1H-1, 2, 3-^^ , /bnV-)l'-l-'fJV* + '» [HJ (y^f^75/ 
) ] *7*-7A A^t7^tn*^7x-h (202 mg) <fc <9 , ilfe©**: LT^EflMt 

(14 mg, 18 %) Z'&tZo 
^-NMR Spectrum (DMSO-de ) d (ppm) : 2.08 (3H, s), 3.39 (4H, m), 3.47 (2H, s), 3.53 
(4H, m). 6.51 (1H, m), 7.05 (1H, d, J=9.2 Hz). 7.16 (2H, dd, J-9.0. 9.0 Hz), 7. 
26 (1H, s), 7.51 (1H, m), 7.61-7.65 (3H, m), 8.09 (1H, d, J=6.0Hz), 9.20 (1H, s 
), 10.23 (2H, s). 
ESI-MS (m/z) : 508 [M+H]\ 
[0 4 5 9] 

12 2 N — (4-7;VtP7x-^) — 1ST - (3 ■* •/»/ -4 - I 2 - [ (tf 
p i; x -ftjwj?- ;[,) 7 g / ] . \L ij y > - 4 - >f JU* ± vj -7 x -JW) V n £ 5 K 

en'jy>-l-*;V5Ky®l [4- (4-75/-2-^f;V7x; + y) t:'Jv>- 
2-W;i/] 75 K (50 mg) , N-(4-7**n7x;*)rn = ^ 7v-K (95 mg) 
> (ih-1, 2, 3 — > V* h 'J 7 V— ;V/— 1 — >f Jl't^y) [ h U (^W?^ 
) ] AH7)VtP*^7x-l- (212mg)«t'9> fa&ffiJfct LX&mit 

&m (27 mg, 34 %) i%tz 0 

l H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.80 (4H. m), 2.08 (3H, s), 3.22 (4H. m), 3.47 
(2H, s), 6.50 (1H, dd, J=8.8Hz), 7.04 (1H, dd, J=8.8Hz), 7.16 (1H. dd, J=8.8, 
8.8 Hz), 7.36 (1H, d, J=2.4Hz), 7.51 (2H, dd, J=2.4, 8.8 Hz), 7.60-7.65 (3H, m 

), 8.07 (1H, d, J=6.0 Hz), 8.61 (1H. s), 10.23 (2H, s). 
ESI-MS (m/z) : 492 [M+H] + . 
[0 4 6 0] 

tjSftgj 1 2 3 N- (4-12- [3_z (3-yxf;l/7^xfj|.) t> W K] tf; 2 
y_4_^;l / ^-^y| -2-»PP7x-)U) -N' - (4-7»tP7x-)H -7Pt 
5 K 

1 - [ 4 - ( 4 - 7 5 y - 3 - 9 a n 7 x 7 * v) tT <; v > - 2 - ■< ^3 - 3 - ( 2 - ^i. 
f;V7 5 ;xf*)9 U7 (95.9mg) , N- (4-7Wn7xi» 7v 

K (150mg) , h'jxf^7r/ (0.106ml) . (IH-1, 2, 3 « V V h U 7 V- * 

-\-4)V***s) (y^WU) ] *^*x7A ^f7**DW7x 

- h (337mg) <fc •) mmit&ty) (79. 7mg, 56.3%) «r&Jtfe»*i: LTl#/c 0 
-1 H-NMR Spectrum (DMSO-de ) <5 (ppm) : 1.00 (6H. t. J=7.2Hz), 2.49-2.52 (6H, m), 3.19 
-3.21 (2H, m), 3.61 (2H. m). 6.56 (1H, dd, J=2.4, 5.6Hz), 6.91 (1H, s), 7.10-7.2 
5 (3H, m), 7.43 (1H. d, J= 2.4Hz). 7.63 (2H. dd. J=5. 7Hz). 7.99-8.01 (1H, m), 8 
.07 (1H, d, J=6.0Hz). 8.20 (1H, m). 9.24 (1H, brs), 10.05 (1H. s), 10.30 (1H, s) 

[0.4 6 1 ] . 
3gffi?ff!)l2 4 N- (2-»pp-4- 12 ~ T3 - ( 3 - *)V* 'J > - 4 - ± fr-fu 
)V) frl"f Kl fcf 'J "Jy- 4 zJj^XJtk} 7x-;v) — N' - (4-7)Vt D7x-» 
) 7Dt? K 
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1 - [4- (4-7U-3-^nn7x^-» \£VV>-2-J )V] -3- (3--=E 
^- 4 -4 >\>7U]S)V) 7 1/7 (lOOmg) ^ N- (4-7)Kn7x-*) VH- 
•y* 75/ K (146mg) „ h'Jxf;V7?^ (0.103ml) > (1H-1, 2, 3-^>Vb 

n**7x- b (328mg)<fc bM-ffc** (90. lug. 62.4%) ^fitt^tUfc 
! H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.59 (2H,m), 2.22-2.40 (6H, m), 3.15 (2H, m), 
3.56 (4H, m), 3.62 (2H, m), 6.57 (1H, dd, J=2. 0, 6. 0Hz) . 6.94 (1H, m), 7.10-7.25 
(3H, m); 7.43 (1H, d, J=2.8Hz), 7.55-7.70 (2H, m), 7.99-8.06 (2H, m), 8.08 (1H, 
d, J=6.0Hz), 9.13 (1H, s), 10.05 (1H, brs), 10.30 (1H, brs). 
10 4 6 2 ] 

125 N- r2-^oa-4 - (2- 13 - f 3 - (4->f^^7y'y-l 
-4)\>) 7°ntf;i/l 7WKI v y >-4-^;u^-^'» 7x-;H — N' - (4-7 
jvtn7x-;i/) vat? K 

j-^4- (4-7?/-3-^nD7x/*y) fcf 'J v y - 2 - ;v] -3- [3- ( 
4 v>- 1 ^)7°n k?;i/] 7 1/7 (lOOmg) ^ N— (4-7;^d7i 
- } \,) ~?u-y? 7vK (151mg) , b'jxf;V7r/ (0.107ml) , (1H-1, 2, 
3 i; jy-jv- i -J [M> (^f JV7^) ] A 

^t7JVtn*^7x- b (339mg) J: DXIflS^il (79.7mg, 55.8%) Srfi-fe^iiLT 

t# o 

! H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.58 (2H, m), 2.18 (3H, m), 2.22-2.48 (10H. m) 
, 3.14 (2H, m), 3.61 (2H, m), 6.57 (1H. dd, J=2.4, 6.0Hz), 6.94 (1H, m). 7.10-7. 
25 (3H, m), 7.43 (1H, d, J=2.0Hz). 7.60-7.70 (2H. m), 8.01 (2H, m). 8.08 (1H, d, 
J=6.0Hz), 9.12 (1H, s), 10.06 (1H, m). 10.30 (1H, brs). 
[0 4 6 3 ] 

^WM12 6 N- r2.-»tin-4 - (2- 13- T3- (yxf;V7 ^) -fu\£)V 
vp-^< K 

1 - [4 - (4-75/-3-^nn7xMv) kfl) V>- 2 /U] -3- (3-v 
xfJV7 5 /7*ntf;V) 7 1/7 (lOOmg) > N — (4-7^tD7xi^) vn^-y^ 
7vK (151mg) , h'Jxf-;V7 5y (0.107ml) ; (1H-1, 2, 3 -'O V MJ 7 V 
_ ;]/ _ ! _^ >u [hi; (y7fJV75;) ] *^*-7A n 

7x- b (339mg) £ ») mMit^ (70. 9mg, 48. 7%) £ LT#£ 0 
^H-NMR Spectrum (DMSO-de ) S (ppm) : 0.94 (6H, m), 1.55 (2H, m), 2.46 (3H, m), 3.15 
(2H, m). 3.23 (3H, m), 3.62 (2H, m), 6.57 (1H, dd, J=2, 5.6Hz), 6.92 (1H, m), 7 
.15-7.20 (3H, m), 7.43 (1H, d, J=2.4Hz), 7.60-7.65 (2H, dd, J=4.8, 8.8Hz), 8.00 
(1H, m), 8.07 (2H, m). 9.14 (1H, s), 10.06 (1H, brs), 10.31 (1H, brs). 
[0 4 6 4] 

jg]feffill2 7 N — (3-7;v^P-4- 12- \ (fc°a V v >- 1 - * )±M=iM I 5 
j~\ idwy-i-j 7x-;v) -N' - (b''jy'y-2-^H ^tU' 

N- (3-7;u*n-4- 12- [ (fa'jyy-l-*;v«) 75/] b°';v>- 
4_^ ;v ^-dpv| 7x-)l/) ?n^^ 7vK (70.0mg) > 2-7^t"')y> (16.4m 
g) , h'JxfjV7?y (0.0363ml) . (1H-1, 2, 3 b 7 V*-*- 1 - 
-f;v**-» [hU (^f*7?y) ] ***-9A ^t7Ji/*n*^7x-Kl 
16. Omg) «t *> (11.9ms. 14.3%) *«fe»feH'»fc LTf§fc„ 
'H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.80 (4H, m), 3.31 (4H, m), 3.61 (2H, m), 6.60 

(1H, m), 7.12 (1H, m). 7.35 (2H, m), 7.46 (1H, s), 7.81 (2H, m), 8.10 (2H, m). 
8.33 (1H, m), 8.70 (1H, s), 10.49 (1H, s), 10.68 (1H. s). 
[0 4 6 5] 

mmmi2s n — (3-7^^-p-4- 12- r (gnu y>- 1 -ft/m*-"/) 75 

y~\ fcf'J s J>-4 -<ifr**=A 7i>») -N' - (ft7x>-2-^) vp^-S 
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N _ ( 3 _ 7;U ^n-4- 12- [ (lfD>jy>-l-A;V^) TU] fcf'JS>>- 
4--f;i/^-^v| 7i-;H vcr^y? 7v K (70.0mg) , f t7xV-2-'f 5 
> (69.4mg) , h'Jif^7?> (0.097ml) , (1H-1, 2, 3 -"O Vb V 7V- 

^ - K77. Omg) J: 0 (50. lug, 59.5%) fcBfetfr**: LTflfco 

^-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.80 (4H, m). 3.25-3.42 (4H, m), 3.52 (2H, m), 

6.60 (1H, dd, J-2.4, 5.6Hz). 6.71 (1H, dd, J=1.2, 3.6Hz), 6.86 (1H, dd. J= 3.6. 

5.6Hz), 6.97 (1H, dd, J-1.2, 5.6Hz), 7.19 (2H. ■). 7.47 (1H. d, J=2.0Hz), 7.82 
(1H. dd, J=2.0, 13.2Hz), 8.11 (1H, d. J=6.0Hz), 8.70 (1H, s). 10.54 (1H, brs), 1 
1.40 (1H, brs). 
[0 4 6 6] 

M.01J12 9 N- (3-7**0-4- I 2 - [ ( \£u ]) -7 >- 1 - ii 7 5 

/Vtf'jy^- 4 7x^») -N' zL2L±Jk^zMl 

N _ (3-7^*n-4- |2- [ (£n i; v*>- 1 75/] tf'Jv>- 

4 -4/1/ 7x-*) 7D^7^ 7">K (70.0mg) , ^7x^^7 5 > (0.0 
283ml) , f'Jxf;V7^ (0.0243ml) , (1H-1, 2, 3 V b 'J 7 
l--fA.*^-» [HJ (Wf;V7^) ] *^*-7A A4ft7^tn^7x- 
b(77.0mg) J: D&flMfr&W (45.4mg, 53.1%) «rfife©*t LTffc, 
'H-NMR Spectrum (CDCh) d (ppm) : 1.95 (4H. m), 3.22 (2H, s), 3.35 (3H, s), 3.44 ( 
4H, m), 6.53 (1H. dd, J-2.0. 6.0Hz), 7.12 (2H, t, J=8.4Hz), 7.16-7.30 (3H, m), 7 
.36-7.60 (3H, m), 7.68 (1H, d, J=2.0Hz), 7.73 (1H, dd. J-2.4. 12Hz), 8.03 (1H, d 
, J=6.0Hz). 10.39 (1H. brs). 
[0 4 6 7] 

M.^113 0 N — 14- T6- (3. 3 ^¥^±±£± 4 K) e-j;y>-4-^H 
^vl -3 -7»tn7x^| — N* - (4-7;^n7x-)H yq-j-^K 
N _ | 4 _ [ 6 _ ( 3f 3-y'^f;V9W K) tf >; 5 -7>- 4 -4 - 3 -7 

j^n7x-;H yn^y* 7->K (36.0mg) „ 4-7Wn7x-^75^ (0.014ml 
) , hiji^;i/T5> (0.013ml) , (1H-1, 2, 3 -«> V b U 7 V*-*- 1 - 4 
[bD (y^f;i/75/) ] *x*-7A ^t7**n*^7i- b (42. 
2mg) X <9 M-ffc^ (33.2mg, 74.0%) * t LTftfco 

l H-NMR Spectrum (CDCh) 8 (ppm) : 3.05 (6H, s). 3.53 (2H. s). 7.04 (2H, m), 7.17 ( 
1H, m), 7.23 (1H, m), 7.38 (1H, brs). 7.46-7.56 (2H. m). 7.63 (1H, m), 7.70 (1H, 
dd, J=2.4, 12.0Hz), 8.35 (1H, m). 8.82 (1H, brs), 9.25 (1H, brs). 
[0 4 6 8] 

mmmi 31 n- (4-7;^n7x-j» -n' - (3-7* *0-4- 16- [ ( 

\£WJy-\-j])\si$=.)\>) 75/1 e'j5v*>-4-W***->l 7x£J P) ?Pf 
5 K — 

4 _ (4-757-2-7)^D7x7^i/) -6- [ (tfn U 1 - 4 *) 

^/U75/] fcT'J5-7> (50mg) , N- (4-7HP7x-JV)v0x^ 7vK (93 
.5mg) , MJxf^7 5> (0.066ml) , (1H-1, 2, 3 -<«> V b U 7'/-*- 1 
-/f***f) (^fJV75» ] *^*-7A Mf7**n*^7x- h 

(210mg) ± 0 mmit&ys (68. Omg, 86.7%) fc&H'feH'ffci: LTflfco 
'H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.83 (4H, m). 3.32-3.48 (4H, m), 3.49 (2H. s). 
7.17 (2H, t. J=9Hz), 7.34 (2H, m), 7.45 (1H. s), 7.63 (2H. dd, J=5,9Hz), 7.77 ( 
1H. m). 8.39 (1H, s), 9.39 (1H, brs), 10.26 (lH. brs), 10.47 (1H, brs). 
[0 4 6 9] 

' Ultfll 3 2 N— (2. 4->'7Mn7xxjl/) -N' - (3 -7**n-4- 16 
- T (bi'a 'J v>- 1 T5/1 fcf'J 5 Vy- 4 -4***v l 7x~*) 
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4 _ ( 4 _ 7 ;;_2-7;^D7i;^y) -6- [ n 'J 'jy- l - 4 ;l>) 
-;i/7^y] f'J5yV (50mg) , N— (2, 4-^7*tn7x-JV) ^n-^ 7 
vK (102mg) % h'jxf^rr/ (0.066ml) , (1H-1, 2, 3 -«> V F 'J 7 V- 

* - M210mg) i "3 Wffc-fr* (74.3mg, 91.4%) ijSflfeBfri Lt^Jto 

! H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.83 (4H, brs). 3.41 (4H, brs), 3.58 (2H, s), 

7.08 (1H, m), 7.34 (3H, m). 7.46 (1H, s), 7.76 (1H, m), 7.93 (1H, m), 8.40 (1H, 

s), 9.40 (1H, s). 10.04 (1H. brs), 10.47 (1H, brs). 

- [0 4 7 0] 

SMMHJ N — (2. 4-/7^tP7x-») -N' - 14 - T6- (3. 3-v 

;v)V-f K) l^Jsy>-4->f»t^y1 -3 -7)^n7x-jv| vaj-_5_K 
1 - [4- (4-7^-2-7;^n7xMy) t?U 5 2 -4 - 3 - 
fjV 7 V7 (30mg) > N- (2, 4-f7*tD7xi*) vn-y? 7vK (66. 5mg 
) % yi)x.l-)VT$y (0.043ml) , (1H-1, 2, 3 — ^ > V b 'J 7 V— 1—4 

[h } ) C;^fA'7?-') ] Mt7*#n*X7x- h (137 

ng) J: >J Mft-frW (5.4mg, 10.7%) fciftH-ftHfri: b"T#fc 0 

! H-NMR Spectrum (DMSO-de ) 8 (ppm) : 2.94 (6H,s), 3.58 (2H, s), 7.09 (1H. m), 7.25 
-7.42 (4H, m), 7.76 (1H, m), 7.92 (1H, m), 8.40 (1H, m), 9.57 (1H, brs), 10.04 ( 
1H, brs), 10.47 (1H^ brs). 

[0 4 7 1] • 
jEifcfll 13 4 N — (4-7^tQ7x-;v) — N' - r3-7fr *P-4- (6- I [ 
4- (eP'Jyy-l-^l^) y>- 1 -yjJWK-JH 75/1 tf'J5v>--4- 

4 7x-)H "707"^ K 

4- (tfn'Jyy-1-^1') t:'/<iJi;>-l-*)l'^y | J7^ 7v K [6- (4 
_ 7 ? ; _2- 7 ;i,tn7x^y) tf'J 5 ->*>-4 -4 ^] 75 K (30mg) % N- (4 
-7 fl,*U7 x.~)l>) -7 n =. v * 7 •> K (30mg) > h'Jxf*75> (0.021ml) . (1 
H-l, 2, 3-^>'/MJ7 , /-Jl'-l-'f^t*y) O 'J (y^f^75;) ] * 
A^t7WU*7,7x- M66mg)«fc DSHUfc-frtt (31.0mg, 71.4%) 

J H-NMR Spectrum (CDCb) 8 (ppm) : 1.45-1.60 (2H, m), 1.80 (4H, m), 1.96 (2H, m), 2 
.18-2.28 (1H, m), 2.58 (4H, m), 3.04 (2H, m). 3.53 (2H, s), 4.02 (2H, m), 7.05 ( 
2H, t, J=8.8Hz), 7.16 (1H, t, J=8.8Hz), 7.20 (1H, m), 7.43 (1H, brs), 7.51 (2H, 
■). 7.58 (1H, s), 7.70 (1H, dd, J=2 ; 12Hz). 8.34 (1H, m), 8.76 (1H, brs), 9.20 ( 
1H. brs). 
[0 4 7 2] 

mmmi 35 N-u-i6-r(ri.4 'i tf e^u v-*- 1 • 

75/1 fcTU 5 S J>- 4 -4 *M -3-7^tP7x-;V) — N' - (4-7fl/t 
D7x-il/) ZJSJli If 

[1, 4' ] tftf^V S>-;i/- 1 ' y ? 7vK [6- (2-7JU*n- 

4-^D7x^-/) t*'J5y>-4-^H 75 K (43mg) > 10%^7y'7A^t ( 
21mg) it) [1, 4' ] tftT^'J^-^-l' -*W^y'J^ 7v K [6- (4 
_ 7;y _ 2 -7Jl,tn7x;^y) §y>-4--f ^] 7 5 KJS4»iU# 
fc„ dtLt > N— (4 -7;v^n-7i-JV) 7nr^ 7->K (38mg) , h Vif^7 
;y (0.027ml), (1H-1, 2, 3 V h 'J T 1 - * '» [ > U 

(y^f,V7? y) ] ^^.^^.^A ^•f7^tn*^7x- M85mg) ± •? ftjH-fb^tfc 

(28.8mg. 50.2%) t LT^f/co 
J H-NMR Spectrum (CDCh) 5 (ppm) : 0.89 (2H, m). 1.26 (2H, m), 1.38-1.78 (5H, m), 1 
.90 (2H, m). 2.44-2.62 (4H. m), 2.92 (2H. m), 3.53 (2H, s), 4.14 (2H, m). 7.05 ( 
2H, t. J=8.4Hz), 7.17 (1H, t. J=8.4Hz), 7.23 (1H, m), 7.44 (1H, brs). 7.51 (2H, 
m), 7.60 (1H. s). 7.70 (1H. m). 8.34 (1H. brs). 8.72 (1H, brs), 9.18 (1H, brs). 
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ESI-MS (m/z) : 594 [M+H] + . 
[0 4 7 31 

jfill 3 6 N — (4-7J^D7i-») -N' - r-4- (2- 1 [4- (bfaVv 

4 _ (4-75; 7 i^-» -2- | [4- (tf n y v 1 -W A') e^ys?>-l 
*A'sJf-/l/7 5>'| tf';v> (30mg) > N-(4-7Ha7i-^)-7n^^ 
T v K (31mg) % b«Jai^;W75> (0.016ml) , (1H-1, 2, 3-^>VhVTV 

i -dx,^*?/) [n; (i;^ji/75^) ] ^-fr 7 

7i-l« (69rag) «t 0 mmit^yo (22.6mg, 51.3%) £Sfe@#fc LTftfc, 
^-NMR Spectrum (CDCb) 3 (ppm) : 1.50 (2H, m). 1.79 (4H, m), 1.92 (2H, m), 2.20 ( 
1H, m). 2.56 (4H, m), 2.96 (2H, m), 3.51 (2H, m), 3.98 (2H, m), 6.58 (1H, m), 6. 
96-7.10 (4H, m), 7.33 (1H, m), 7.44-7.66 (5H, m), 8.04 (1H. d. J=6.0Hz), 8.98-9. 
18 (2H, m) . 
[0 4 7 4] 

m&mi 37 n- u- 12 - r ( n. 4' i ^^u^ Jk^H -a**-*) 

7-/1 fcf'J P>- frt^'sl 7x^)1/) — N' - (4-7)l/tP7x-^) TV 

4M4-7^7xyjfy) -2- I [4- (t^y i ->f *) e^y^>-i 

--f;b] *;v^-;i/7 5 y| tfyy> (30mg) , N— (4-7^tn7x^;v) -?u=.y 
? 7vK (30mg) . h'Jxfjl/TT/ (0.021ml) , (1H-1, 2, 3-^>Vb>;7 
i [by (y^f^75 ^) ] ^^-^7;V^n* 
7. 7 x - h (67mg) <fc 0 &mit&to (37. 9mg, 86. 9%) * Lt#/: 0 
J H-NMR Spectrum (CDCb) 5 (ppm) :0.88 (2H, m), 1.27 (2H, m), 1.35-1.75 (5H, m), 1. 
85 (2H, m), 2.36-2.54 (4H. m), 2.85 (2H, m). 3.44-3.54 (2H, m), 4.09 (2H, m). 6. 
56. (1H, dd, J=2.4, 6.0Hz), 6. 94-7. 10 (4H. m), 7.30 (1H, m), 7.45-7.64 (5H, m), 8. 
04 (1H, d, J=6.0Hz), 9.01 (2H, brs). 
[0 4 7 5] 

giUllj N- (4- 12- T3- (3-'J^)^T^ yfu\£)U) ZL 3j Z A±±2 
W>] bfy Vy- 4 -4)\>***A 7 3l-)V) -N' - (4-7JHP7x-i» 

[4- (4--hU7xy+y) try 2 *M?^7yK 7x-JVx 

(60mg) „ N, N-v-x-7-jV-N' -^f «/^n/r/ - l, 3-/7?> (98.6mg 
) if) 3- [4- (4--hd7i/*y) ey y*>-2--f ;V] -1- (3-v^^V 
7* y 7°o^;v) - 1 - >fjVvV7*14»i: LTftfc, CO-fb-fr* (69mg) £10% 
/<5y^M (72mg) Srfflv»T«»**«l»PJBGt&S:fTV^ 3- [4- (4-7577x 
V*v) fcf y v > — 2 — -H"] -1- (3-vif;v7 5/7 a nt: , ;v) - l-^fA")V 
7tf«»tLT#/;„ iO-fb** (63.5mg) % N- (4-7Wn7x-^) 

7vK (67mg) , F'Jxf^7 5/ (0.048ml) „ (1H-1-, 2, 
T y_ jv _ j _^ [h'J (y7f^7 5;) ] -t^^-vA ^ * * 7 Jl* * n 

*X7x- Ml51mg)«fc QXflft** (37.9mg, 86.9%) £ Ltffc, 
X H-NMR Spectrum (CDCb) 8 (ppm) : 1.06 (6H, t, J=7.2Hz), 1.78 (2H, m), 2.51 (2H, m 
), 2.60-2.73 (4H, m), 2.86 (3H, s), 3.38 (2H, t, J=6.4Hz), 3.48 (2H, brs), 6.55 
(1H, m), 6.98 (2H, t, J=9.2Hz), 7.04 (2H, m), 7.43 (1H, brs), 7.46-7.62 (4H, m), 

7.71 (1H, dd, J=3.2, 5.6Hz), 8.05 (1H. d, J=5.6Hz), 9.21 (2H, brs). 
10 4 7 6] 

mmmi39 n- 14 - T6- (3. ^2 1JJ£>^z±^±±± 

^vl -3-7J^n7x-M -N' - (4-7»tn7x-JV) XH±5 !£ 

N- |4- [6- (3, 3-y^f)^HK) if U § V V- 4 — f fr** v] -3-7 

;i/ta7x-H 70^^ 7vK (36.0mg) . 4-7**n7xi*75> (0.014ml 
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), h ijx^;ur 5 y (0.013ml) , (1H-1. 2, 3 — O V\ V T V-*- 1 --f 
;l/:**->) [bU ] ^*t7Hn*X7i- K42. 

2mg) «k n (33.2mg. 74.0%) fcSfeHttfc UT#fco 

J H-NMR Spectrum (CDCh) 5 (ppm) : 3.05 (6H, s), 3.53 (2H, s), 7.04 (2H, m), 7.17 ( 
1H, m), 7.23 (1H, m), 7.38 (1H, brs), 7.46-7.56 (2H, m). 7.63 (1H, m), 7.70 (1H, 
dd, J=2.4, 12.0Hz), 8.35 (1H, m), 8.82 (1H, brs), 9.25 (1H, brs). 
[0 4 7 7] 

asmm 4 o 1- u - i3-^qp-4- \3- j2^y^JkZ±±M 

'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.05 (6H, t. J=7.2Hz), 3.20-3.60 (4H, a), 3.84 
(2H, s). 6.61 (1H. .dd.- J-2.0, 5.6Hz), 7.20 (1H, dd, J-2.8. 8.8Hz)-. 7.20-7,40 (5 
H. m), 7.45 (1H, d. J=2.4Hz), 7.53 (1H, s). 8.06 (1H, d, J=8.8Hz), 8.16 (1H, d, 
J=5.6Hz), 8.77 (1H, s), 11.90 (1H, s), 12.37 (1H, s). 
[0 4 7 81 

mmmi 41 4-i3-*pp-4-r3- U^z2-*=dkZ*±M w k] 

7x ;^y| -2- r (4 -ff-^yd^yW- 1 -4^) ii frtf-^T ^ J^ \£*)W 
] H-NMR Spectrum (CDC 1 3 ) 8 (ppm) : 2.32 (3H, s), 2.40-2.45 (4H, m), 3.49-3.54 (4H, 
m). 3.81 (2H, s), 6.48 (1H. dd, J-2.4. 5.6Hz). 6.99-7.07 (2H, m), 7.20-7.60 (7H, 
m), 7.68 (1H, d, J=2.4Hz), 8.07 (1H, d, J=5.6Hz), 8.41 (1H, d, J=8.8Hz), 8.51 ( 
1H, brs). 

ESI-MS (m/z): 561 [M+Na] + 
[0 4 7 9] 

mmmi42 4- i3-?pn-4- f3- (2-7x^7^ ^ -^a-frWKj 

7x y^~>l _ 2 - r (i-^f;v^'Jy>-4-^^) *;nK-JU7 5y1 WW 

'H-NMR Spectrum (DMSO-de ) S (ppm) : 1.50-1.90 (6H, m), 2.13 (3H, s), 2.41 (1H, m). 
2.75-2.79 (2H, m) ', 3.85 (2H. s), 6.71 (1H, m), 7.20-7.40 (6H, m), 7.48 (1H, m), 
7.74 (1H, m), 8.07 (1H, d, J=8.8Hz), 8.23 (1H, d, J=5.6Hz). 10.54 (1H, s), 11.9 

0 (1H, brs), 12.39 (1H, brs). 

[0 4 8 0] ■ . 

MJ1 4 3 4 - i3-»PQ-4- [3- (2 -7x- ^7^f JV) ^»MK] 

7x/^y| -2 - (xbJpy^J^'-;V7^) WW 

^-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.20 (3H, t, J=7.2Hz), 3.84 (2H, . s), 4.10 (2H, 
q, J=7.2Hz), 6.66 (1H, dd, J-2.0. 5.6Hz), 7.22 (1H, dd, J-2.4. 8.8Hz), 7.28-7.4 

0 (5H, m), 7.44 (1H, d. J=2.0Hz), 7.48 (1H, d, J=2.4Hz), 8.08 (1H, d. J=8.8Hz), 
8.18 (1H, d, J=5.6Hz), 10.23 (1H, s), 11.91 (1H, s), 12.39 (1H, s). 

[0 4 8 1 ] 

ggftffgi 4 4 4 - l3->fr*'>-4- T3- ( 2 - 7 x =JUT±±M ±*JLkA± 

1 7x;»yl - 2- r (\ZWW-\-AM il)\'X=-)\'T< S~\ WW 
'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.70-1.90 (4H, m), 3.20-3.40 (4H, m), 3.75 (2H 
. s), 3:83 (3H, s), 6.56 (1H, dd, J=2.4, 6.0Hz), 6.67 (1H, dd, J=2.4, 8.8Hz), 6. 
90 (1H, d, J=2.4Hz), 7.20-7.40 (6H, m). 7.49 (1H, d, J=2.4Hz), 7.95 (1H. d, J=8. 
8Hz), 8.09 (1H, m), 8.64 (1H, s), 9.35 (1H. s). 

[0 4 8 2 ] 

tjgj! 4 5 4 - |3-^b^->~4- [3- (2-7x-;l/7-(rf;V) ft7l/^K 
1 7W*->I -2- r (-^fr'J y- 4 -4)V) 1])V#-)VT 5 ^1 WW 
'H-NMR Spectrum (CDC1 3 ) 5 (ppm) : 3.40-3.50 (4H, m), 3.70 (3H, s), 3.65-3.75 (4H, 
m). 3.77 (2H, s), 6.49 (1H, dd, J-2.4, 6.0Hz), 6.58 (1H, d, J=2.4Hz), 6.67 (1H, 
dd, J=2.0, 8.8Hz), 7.23 (1H. brs). 7.30-7.45 (6H. m). 7.59 (1H, brs), 7.70 (1H, 
brs), 8.01 (1H, d. J=6.0Hz). 8.36 (1H, d, J=8.8Hz). 
[0 4 8 3] 
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3tMfr!ll4 6 4 - 14 - [3 - (2-7x^7W) f -sfrfrWKl 7x~/H T 

! H-NMR Spectrum (DMSO-de) 8 (ppm) : 1.80-2.00 (4H, m), 3.00-3.60 (4H, m). 3.81 (2H 
s), 7.20-7.50 (6H, m), 7.51 (2H, d, J=8.8Hz). 7.64 (2H, d. J=8.8Hz), 8.32 (1H, 
s). 8.74 (1H, s), 9.55 (1H, s), 11.65 (1H. s), 10.31 (1H, s). 
[0 4 8 41 

mmmin 2- r {2Jl±1!llA21 ajL*^?kZ3-Z] -4- 12 -7**0-3 

- \2- (tert-W) *;V<< Y7 * S \£*)V> 

^-NMR Spectrum (DMSO-de ) S (ppm) : 1.04 (9H. s), 2.38 (2H, s), 2.90 (6H, s), 6.61 
(1H, dd, J=2.4, 6.0Hz), 7.36-7.43 (2H, m), 7.54 (1H, m), 8.05 (1H, dd, J=2.4, 8 
.8Hz), 8.13 (1H, d, J=6.0Hz), 8.94 (1H, s). 11.47 (1H, s), 12.72 (1H, s). 
[0 4 8 5] 

^jjfcfl) 1 4 8 1- 14- f3-»no-4- (3-7x-mfW )H F) 7 

^y^->i - 3 - f 3 - (-^fr 1 ; ^-4 -4 *) ^p^i 5_k 

x 

'H-NMR Spectrum (DMSO-de ) 5 (ppm) : 1.59 (2H, m), 2.27-2.36 (6H, m), 3.16 (2H, m), 
3.56 (4H, m), 3.85 (2H, s), 6.56 (1H, d, J=5.6 Hz), 7.00 (1H, s), 7.21 (1H, d, 

J=9.2Hz), 7.29 (1H, m), 7.35 (4H, m). 7.47 (1H, s), 8.02 (1H, m), 8.09 (2H, m), 
9.17 (1H. s), 11.91 (1H, brs), 12.39 (1H, brs). 
[0 4 8 6 ] 

49 l-|4-r3-^nn-4 - (3-7x-^7^W ^) W K) 7 
xZ±23 WJ>-2-4 M -3- T3- ( 1 -jtf-tm*??*- 4 z^L M 
kfjUl -7 1x7 

'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.57 (2H, m), 2.13 (3H, s), 2.29 (10H, m), 3.1 
4 (2H, m), 3.85 (2H, s), 6.56 (1H, dd, J=2.4, 5.6 Hz). 6.99 (1H, d, J=2.4 Hz), 7 
.20 (1H, dd. J=2.8, 8.8 Hz), 7.29 (1H, m), 7.35 (4H, m). 7.47 (1H, d, J=,2.8Hz), 
8.01 (1H, m), 8.09 (1H, d, J=8.8 Hz), 8.10 (1H, d, J=5.6 Hz), 9.16 (1H, s), 11. 
.91 (1H, brs), 12.39 (1H. brs). 
ESI-MS (m/z) : 596 [M+H] + . 
[0 4 8 7] 

3afifrPlll5 0 1- 14 - f3-^an-4 - (3-7x -»7Wf t-)W K) 7 
^y^vl -3- (3-vxw^7'd^) 7 1^7 

'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 0.94 (6H, t. J=7.0 Hz). 1.55 (2H. m), 2.44 (6H 
. m). 3.15 (2H. m), 3.85 (2H, s), 6.56 (1H, dd, J=2.4, 5.6 Hz), 6.98 (1H, d, J=2 
.4 Hz), 7.21 (1H, dd, J=2.8. 8.8 Hz), 7.30 (1H, m), 7.36 (4H. m), 7.47 (1H, d, J 
=2.8 Hz). 8.09 (3H. m), 9.19 (1H, s), 11.91 (1H, brs), 12.39 (1H, brs). 
ESI-MS (m/z) : 569 [M+H] + . 
[0 4 8 8] 

mmm 51 3- u- (4- 13- 12- (4-7M P7 r-bf^i ±± 

?WKi fcTu jH -1. i^2JJUk3±Z 

J H-NMR Spectrum (CDCb) 8 (ppm) : 3.00 (6H, s), 3.71 (2H, s), 6.51 (1H, dd, J=2.0, 
5.6Hz), 7.03 (2H, m), 7. 06-7. 24 (5H, m), 7.32 (2H, m), 7.47 (2H. m), 7.60 (1H. 
d. J=2.0Hz),8.02 (1H, d. J=5.6Hz). 
[0 4 8 9] 

mmni 52 i-(4-i3-»no-4-r3 - (2-7x-mf») ±**u 

£JK] -7 3- J**A \£V 2 -4 )V) -3-xf;l/7l/7 

'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.04 (3H, t, J=7.2Hz), 3.12 (2H, m). 3.82 (2H, 
s). 6.54 (1H, dd, J=2.4, 5.6Hz), 6.99 (1H. s), 7.18 (1H. dd, J=2.8, 8.8Hz). 7.2 
■0-7.40 (5H, m), 7.45 (1H, d, J=2.4Hz). 7.92 (1H, brs), 8.00-8.10 (2H. m). 9.13 ( 
1H. s). 11.89 (1H, s). 12.38 (1H, s). 
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[0 4 9 0] 

mmmi53 ^'j>-4-a^» u- [3-^^-4- (3-7^.-^ 

7-fe^;i/7 K) 7^*v1 WJ>-2-<( M Z_s_K 

^-NMR Spectrum (DMSO-de ) 5 (ppm) : 2.22 (3H, s), 3.41 (4H, m), 3.55 (4H, m), 3.75 
(2H, s), 6.56 (1H. dd. J-2.4. 5.4 Hz), 7.00 (1H. d. J=8.4 Hz), 7.07 (1H. d. J=2 
.4 Hz), 7.27-7.37 (5H, m), 8.01 (1H. d, J=9.2Hz), 8.10 (1H, d, J=5.4 Hz), 9.23 
(1H, s), 10.48 (1H, s), 11.05 (1H. s). 
ESI-MS (m/z) : 512 [M+Na] + . 
10 4 9 1 1 

HlMiffUl5 4 1- (3-yxf^7^^P^) -3- 14 - r2 4- ( 
3 -7^~^7-fc?-;V7 W K) 7xMvl vfVv> -2-^;vl 71^7 
'H-NMR Spectrum (DMSO-de) 5 (ppm) : 0.93 (6H, t, J=7.2 Hz), 1.53 (2H, m), 2.06 (3 
H, s), 2.38 (2H, m), 2.43 (4H, q. J=7.2 Hz). 3.13 (2H, m), 3.73 (2H, s), 6.44 (1 
H, dd, J=2.0, 5.6 Hz), 6.78 (1H. d, J=2.0Hz). 7.04 (1H, d, J=8.8 Hz), 7.24-7.37 
(5H, m), 7.46 (1H, dd, J=2.8, 8.8 Hz), 7.51 (1H, d, J=2.8 Hz), 8.02 (1H, d, J=5 
.6 Hz), 8.11 (1H, brs), 9.07 (1H, s), 10.50 (1H, s), 10.97 (1H, s). 
ESI-MS (m/z) : 533 [M+H]\ 
[0 4 9 2 ] 

Mmmi 5 5 N — (i-7^^D7x^) -N' - (4- I f 2 - jy*±±ZA2 

J H-NMR Spectrum (DMSO-de ) 8 (ppm) : 2.94 (6H, s), 6.90 (1H, m), 7.11 (1H, m), 7.20 
-7.31 (4H, m), 7.72-7.76 (2H, m), 7.86-7.89 (2H, m), 8.20 (1H, m), 11.05 (1H, s) 
, 11.14 (1H, s). 
ESI Mass: 488 [M+l] + 
[0 4 9 3] 

ap]i5 6 n- (3-7**p-4- 12- Uj?jL± ±ZAZ2 *JkM=ilkZ±I 

^-NMR Spectrum (DMSO-de ) 8 (ppm) : 2.91 (2H, t, J=7.2Hz), 3.01 (6H, s), 3.65 (2H, 
q, J=7.2Hz), 6.54 (1H, m), 7.10-7.40 (8H, m), 7.59 (1H, br), 7.65 (1H, s). 7.77 
(1H, m), 8.05 (1H, d, J=5.6Hz), 9.34 (1H, brs). 
[0 4 9 4] 

»ffl!5 7 N- (3-7**P-4- 12- f (-/Vf ;^^) *fr#-*T*S 
1 tf'J v>-4--f 7x-.fr) ~N' - (3-7i^7"n e») t^f7^ 

_K. 

J H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.96 (2H, quint, J=7.2Hz), 2.71 (2H, t, J=7.2H 
z), 3.01 (6H, s), 3.42 (2H, q, J=7.2Hz), 6.54 (1H, dd, J-2.4. 5.6Hz), 7.10-7.40 
(8H, m), 7.53 (1H. m), 7.66 (1H. d, J=2.4Hz), 7.78 (1H, dd, J=2.4. 12.0Hz), 8.05 
(1H, d. J=5.6Hz), 9.32 (1H, s). 
[0 4 9 5] 

mmmi 5 8 N — (4-7»tP7i-JH ~ N' — (4 - I r 2 - (fcfo'jy>- 1 
->f JU*JHff-/U) T<;^ e'Jy>-4--f;Vt^->l - 2 - Y 'J 7 )l<* P > f^7 x. 

l H-NMR Spectrum (CDCb) 5 (ppm) : 1.88 (4H, m), 3.37 (4H, m), 3.49 (2H, s), 6.46 ( 
1H. d, J=5.4 Hz), 6.94 (2H, in), 7.10 (1H, m). 7.20 (1H, m), 7.29 (1H, s). 7.43 ( 
2H, dd, J-4.8. 8.0 Hz), 7.64 (1H, s), 7.97 (1H, d, J=8.8 Hz), 7.99 (1H, d, J=5.4 

Hz), 8.81 (1H, s), 9.21 (1H, s). 

ESI-MS (m/z) :546 [M+H]\ 568 [M+Na] + . 
[0 4 9 6] 

mmmi5 9 N- 14- \2 - (y^nynej^^^7^ ) \£*) s jy-4-4 
;t/^-^v1 - 2 - b 'J yfr*uf}-)Vyx.-M — N' - (4-7/H-P7 x^JU) IS 
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>H-NMR Spectrum (DMSO-de ) 8 (ppm) : 0.78 (4H. m). 1.23 (1H, m), 3.56 (2H, s), 6.73 

(1H d, J=5.4 Hz), 7.16 (2H, m), 7.49-7.63 (4H, m), 7.68 (1H. s), 7.76 (1H, d, 
J=8.4Hz), 8.22 (1H, d, J=5.4 Hz), 10.03 (1H, s), 10.27 (1H, s). 10.90 (1H, s). 
ESI-MS (m/z) : 517 [M+H]\ 539 [M+Na] + . 
[0 4 9 7] 

mmmiGO N- |2-?pp-4- \2- (3-->g a-/ngfrfrW K) fc'Jv> 
-4--f^^^r->l 7x~;H — N' - (4-7;^P7x-JV) 7p t? K 
'H-NMR Spectrum (DMSO-de) 8 (ppm): 0.40-0.42 (2H, m), 0.61-0.64 (2H, m), 2.53-2.5 
6 (1H, m), 3.62 (2H, m), 6.57 (1H, dd, J=2.4, 5.6Hz), 7.01 (1H, m), 7.14-7.20 (3 
H, m), 7.43 (1H, d. J=2.4Hz), 7.61-7.64 (3H, m), 8.01 (1H, d, J=9.2Hz), 8.08 (1H 
, d, J=5.6Hz), 9.03 (1H, s), 10.06 (1H, s), 10.30 (1H, s). 
[0 4 9 8] 

»^016 1 N- (2-»on-4- 12- f (l-^ ^'jy>-4-»^> 
)V) 75V] H°i;y>-4-^;V^ j rvl 7x-^) -N* - (4- 7»tn7x^)V) 

J H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.48-1.62 (2H,m), 1.68 (2H. m). 1.80 (2H, m), 
2.12 (3H, s). 2.39 (1H, m), 2.58 (1H, m), 2.76 (2H, m), 3.78 (1H, m), 6.71 (1H. 
dd. J=2.4, 5.6Hz), 7.13-7.23 (3H, m), 7.43 (1H, t, J=2.4Hz). 7.55-7.72 (3H, m), 
7.96. (1H, t, J=9.2Hz), 8.15 (1H. d, J=5.6Hz). 9.71 (1H. d. J=12Hz), 10.32 (1H, b 
rs), 10.52 (1H, s). 
[0 4 9 9] 

jr1ifrg!)16 2 N-'>» P^P bf/l/-N' - (3-7^n-4- 12- [ [KU_±2>_ 

- i-iuv^-)V) T\;^ vf 'J yy-4-^^t^- >l 7x^;H vntU' 

'H-NMR Spectrum (DMSO-de ) 8 (ppm) : 0.42 (2H, m), 0.63 (2H, ■). 1.80 (4H, m), 2.65 
(1H, m), 3.21 (2H, m), 3.25-3.45 (4H. m), 6.59 (1H, dd, J=2.4, 5.6Hz). 7.33 (2H 
, m), 7.46 (1H, d, J=2.4Hz), 7.81 (1H, dd, J=2.4, 13Hz), 8.10 (1H, d, J=5.6Hz). 
8.18 (1H, d, J=4.0Hz), 8.69 (1H. s), 10.41 (1H, brs). 
[0 5 0 0] 

$iil6 3 N — 14- T6- (3. 3-^f^7NK) tf'J 5y'/-4-^^ 
^^1 _ 3 -y frOruy il-M -N' ->^fr-N ' -7x>Knt? K 
'H-NMR Spectrum (CDCh) 8 (ppm) : 3.06 (6H, s), 3.22 (2H, s), 3.35 (3H, s). 7.10-7 
.30 (4H, m), 7.32 (1H. brs), 7.38-7.45 (lH, m), 7.45-7.52 (2H, m), 7.64 (1H, s), 
7.73 (1H, dd, J=2.4, 12.0Hz), 8.35 (1H, m). 10.40 (1H, brs). 

[0 5 0 1 ] . 

6 4 N- (3 -7;U^P-4- 16 - r (en<jr/-l-j>^^) 7 ^ 
71 tfU 5 v>-4-^**->! 7x-^) — N' -X ^;U-N' -7i^at5 
_K 

*H-NMR Spectrum (DMSO-de ) S (ppm) : 1.83 (4H, brs), 3.21 (5H, brs). 3.25-3.55 (4H, 
m), 7.10-7.55 (8H, m), 7.68 (1H. «), 8.39 (1H. brs). 9.39 (1H. brs), 10.19 (1H, 

brs). 

[0 5 0 2] 

■ mmn e 5 n- u-^a-p?*- ^ -n- - (4- 12- r (^'j^^-i 

*H-NMR Spectrum (DMSO-de ) 8 (ppm) : 1.70-1.90 (4H, m), 3.20-3.40 (4H, m). 3.45 (2H 
s). 6.47 (1H, m), 7.00-7.20 (4H, m), 7.40-7.70 (5H, m), 7.83 (1H, d. J=6.0Hz), 
. ' 8. 16 (1H. s). 8.63 (1H, s). 10.13 (1H, s). 10.23 (1H, s). 
[0 5 0 3] 

$M16 6 1- 16- r2-7;W:*P - 4- (3 -7x^7-fe K) 
7l M->1 tfij * *jy-4-4M -3- (l->f^^'JV>-4-^f») ?^7 
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[ 6 __ (2-7;vtn-4--fo7x;^-» kf'J 5 V*s- 4 -4 /u] 
T->K 7xi;HXT* (I90mg) *N,N-^WW75 K (2ml) 
^ 4 _ 7 ^ y _ ! _p{^;i/tf/^ij (176mg) -N, 5 K (3ml 

) fcirax/ 4B#M*#Lfco Ei6«fc*Bfc*f-^ (30ml) fcl&mtftSfoK**- b V * 
flfc (20ml) t^ELfco *«Ji*lt3fPKta*#^ b 'J (20ml) . * (20ml) , 

tefPftffl* (20ml) X^W\k, tetfWBtfr b 'J^T-ifUco »K«*fC, 1- [6 
- (2-7*tD-4-=^7iM-» kTU 5 4 -4 >] -3- (l-^^V 

tf/^i;^>_4-^;u) *l^7 (200mg) LT#£o (200mg) 

Sr^^y-;!/ (5ml) -th?tKn7?V (5ml) a*#H*TK10% 
A7-77A^f (109mg) Srflnx-fco »rtt**i»Lt-»a*Hfe, ^l*i4rS^g^L 

i-x^ (2.5ml) -^.*4t> (5.0ml) *ijnx.TJK»S*fco Hflt**flXb, »SU6»-f 
JiiCif), 1- [6- (4-737T2-7**07x;t'/) fcf <J S y > - 4 - 
_ 3 _ d _p{^;i/^^V^^-4-'f tfUT (183mg) SUfe t Utftfc 

S^B^T* 2-7x^7W ?nVK (36.6mg) Cf tv'T^'J 7A (53 
8mg) t7-feF-h'J^ (3ml) SrjJDx., 60 < C^T2^F^m#t7t:o R£**M* 
Ltz'&, lESCftfif^ (20ml) t&SfD^Sbic^b'J^ATKSiK (20ml) ?r*nx.30 
fl*IB«f$Lfco £©»flt£#IBLfc!k ^Lfcf ISi«-«Sfll^*f t h 'J 7A*^iSt 
(20ml) > 7K (20ml) , fii»Jt«* (20ml) ■CJK#:ifci£U fc**** b 'J * A L 
fco »Iflf*U7ximffl"fVft5'7*- b fcHtefatfcSjt LTffc, 
j- [6- (4-T<y-2-7JU^-n7i/^-» tTV 5 V>-4-<f - 3- (1 
->f;i/^'Jy>-4-^^) 7V7 (50mg) £ J.* /-;i/(imlHc?#^ D-10 
-*>-7r-^^*>m(64.6mg)^JPx.5^ra^b7to £ Z K7x^7tf*^ 7 ft 
-> T *_ b-b/Ui>(l.5ml)»**lJnx.4ll*IHI«!*Lfco RJSiRfcttBt**- M30ml), IS 
ffi^Bfcdc*^- b U •7A7XM(20ml)^iPx.T^KL7 v >:o :*«« b V ?A 

7to#T&(20mlK 7X(20ml), t&^D^^7jc(20ml) KrJH&ftfMk i^ftttb'^AlCtt. 
*Lfco »&S*LTfte> 'J iiV^* h/77f- (Fuji Silys 

ia NH.^ffijS ; Sfif CiWHt, gfl9»Hfl'S:abBlL*:o i^^SC'/i 
^;Ui-x;U(0.5ml)-^ J r^>(2.0ml) : Srinx.T^$^7to BfltfcfcttU ii50£^-t 
&£tK«fctK mmit&Vd (13.5mg, 18.1%) £ t ITftfc. 

'H-NMR Spectrum (CDCh) $ (ppm) :1.40-1. 62 (2H, m), 1.95-2.10 (2H, m), 2.20 (2H, m 
). 2.29 (3H, s), 2.74 (2H, m), 3.76 (2H, s), 3.80 (1H, m), 6.27 (1H, s), 7.20 (1 
H; t, J=8.4Hz). 7.25-7.52 (6H, m),.7.86 (1H, dd t J=2.4, 11.6Hz), 7.93 (1H, brs), 

8.38 (lH. s), 8.73 (1H. brs), 8.96 (1H, m), 12.47 (1H, s). 
ESI-MS (m/z) : 538 [M+H] + . 
[0 5 0 4] 

[0 5 0 5] 
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